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<9 > 

R 6 ***** fctir^*^-c*a*, &&v>iiR 5 ^itFR 6 ItK&oT, fc Kn 
R 7 tfzliT A"*JU-C$> <9 . 

R 8 , R 9 > R 1 0 ^iZ/R 1 1 ffl-i/;l±M^oT, -f-ti-efr (1) (2) 

TUv^M^ (3) hKn + i/7^;v, (4) 7fl'3^->7W > (5)«& 
3*lTV»Tfc *V*tt*2S|b*afc, ifcfi (6) tLTV>T i> X v>7 V ») , 

R 1 2 ifi (1) 7^m. (2) tt$fe£*lTV>T& iv»7'J-*4 L < fig#l$ *LTV>T 
iV^*5jl^-Cg^$tLT^T & *v»7/l'*/K (3) tFn^y7M;K (4) 7 
fl/3^fi'7Wtfca (5) ®SI$ttTV^"C <fcV^^5£»-C£ *K 

R 2 43 <£ ZFR 4 tf s sTJ, - fn, Tfc®^ ^Dy>, 7;v*;v£ £t47;V3* 
i9> 

R 1 3 ^ (1) (2) Anyy, Tfcm^ ^n^>ftfe0fC7i-^*»C>aiir*L 

7i-/i/T«&s*LTv*T& 4v>75 y fiii)'7^3*5'S;?>0 f i:*83l 
■eil»3*vrv*-c J: W 5 j frbMtfti&&-eW:&-£tix^xl> iv>7;v*;K (3 ) 
T^-^fcii (4) 4, 5 -yt Knt + t/-;V- 2 ->f ;V-C^>^|»^ 7 ffim© 

i 2 i 

if3&«7~ 1 1 co v^-r tL*- nem^nt^ * £ a o »_h^# l# & <b & £ mm 

3] 

[ft*« 14] 
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[0 0 0 1] 

#$pjfi, »su m£#> wjgu «ttn*ttMTM (copd) , warn* ?*mrm 

[0 0 0 2] 
[0 0 0 3] 

* »; * a ^^MK^T^'f yfcii#K w^Wo ^.a^am^^^ti. max i 

U (BKft^) #JEBJi*J:0«p»jK«*»»i*fti-* 

o mi*) * ;v-> * &Wkm& x x?mmm^tihM^ > * >xm* *> -> * A«RStt# u 

[0 0 0 4] 

m^y^-^mxii^>^)vmxmm^fix^^^mm5Mmmm^ wtif, #^ 

fU#JBU ) > y'7xz;H.J7 V- )VmmW W3L\*. ^t« : tf2#Io ) 
[0 0 0 5] 

— ^ -bl^3^r->y (Celecoxib) . ;^f3*'>7 (valdecoxib) ^<75v^n*^ v 

mmn b l xmm & * 5 v- e> *it v* * 7,8. ^st^it 3 „ 

4#K?.o ) o 

[wswcft 1 ] mm&mm oo/3 4 2 4 4t 

[i&WvfclR 2 ] SI^<2rlB^9 6/4 0 6 3 4^ 
[#^it3] #12 0 0 0-3 5 1 7 7 3f 
HHttt4] S»3HW*9 8/0 4 1 3 5f 
mtfrJM5} 5 0 6 3 5 0f 

[#W^6 ] 9- 5 0 0 3 7 2f 
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mWFXM. 7 ] n-5 0 4 6 2 4t 

S&fflm 6 3- 0 2 2 0 8 0f 
[^NSir^fcfU ] J. Pharmacol. Exp. Ther. , (1998) 286: 952-958 
W&WJCffl.2] Journal of Medicinal Chemistry, 2 0 0 2^ |4 5l, p. 2942 
-2952 

[#M#fF\£jt£ 3 ] Journal of American Chemical Society, 1 9 9 7^ ^1 1 9t 
> p. 4882-4886 

[*#W\S:iR4] Journal of Medicinal Chemistry, 1 9 9 7^, |4 0|, p. 1347 
-1365 

[0 0 0 6] 

m, m, copd, Jim, ^^MTttuflL^o^mo^^ffl^^^srii 

[0 0 0 7] 

[0 0 0 8] 

1. * (I) 

R 1 . ^ 




(I) 



(R 4 )n 
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r-SA tf-SA R 5A N' d - R6/Sx jjj 

^6 . ^6 ■ H R 6 r 6 

ON 



^-v : 3/ 



,R 14 

O N 

O 



P R 6 v 



R 5 - 



^6 . R 6 R 7 ' K 

R 6 ^ 02 

R 5 isiiFR 6 ttW-ifcttUfcoT. (1) tK«> (2) «*** L "5^* 

*L<tt (6) T;V3*~>#;v#-;v*^-f*K tfctt (7) R 5 fcitfR ^ 

o 7 , ± (1) ** ( 2 ) g»SJt-CV»Tt>iv>T)l-**, (3) T'J-*tS***l 

tfcfi (5) r;v='dr'>^;v5}?-;v^75i'o _ 

m^ 2 SS, 2OC0R 2 BB-*fctt«oTV»TtJ:<, n#2©», 2O0R 4 f± 
o o 2 

NX S- 



p • ■ * 'p 

r s R 6 . ° 

v R 8 



-fjsx. -<fx ;xgx 

R 3 £R 4 ^-ttLW- Mtfto-C, SftBfcfc'&fc^ TS;*fea!tf*t***?&Jfc 
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pit 1 ~3<7>^iSc£^-r 0 

R 1 3 [± (1) S^^tt-CV^T^ J:v>7;V^;K (2) (3) (4) ^ 

u<y>^ (5) S&$*l-cv*-c iv^75 y> (6) t;v^-;k (7) mm£ft-cv>-c 
J:v»*/wf-*>f /k (8) 7;V3 + i/*;v**-;K (9) *;w>K^r->, (10):|fc** 
(11) *Bafe£7fctt (12) r^3^'>*^-To 3 

[0 0 0 9] 

2. R 5 > R 6 is <fc t^R 7 t-*»tS«SI$tLTV>-rfe J:v>T^*>K^11»3fe**, T5£ 
fremiti* l-3«©*-C**tWBl KRttOWa^^^^^^a^^S/^AjBStttK 



o 

R 9 " 


O 

R 9 ' 


R 9 O 
H 


o 

R 8 "^ 


O 

R 8 5 




R 9 

6 


R 9 

R 8 -°-C^- , 

6 


o 2 

R 8 ^N" 

R 9 ' 




8 ° 2 
R ^ N ' S \ . 

R 9 


o 2 

R 8^ , 


R 9 o 2 

H 






R 12 "°^ , 


R 8 - S -> , 


N=C— 







i 

r 8 isj^R 9 ttp5-ifcttii4oT, -e-^-rtt (i) 7fc*> (2) mft$ffr 

(3) kKn**/7A'*^ (4) r^n^r^ ;k (5) t ;v n 3r v # ;v 
(6) «Jfc3frTv>Tfc iv>tt*8ft^afe*fctt (7) ®m$tLT^r^ iv>7'J 
Sfctt (8) R^WR'^-tWot, ^-tL^^tt^frv^JK^ 
tiU:> WM^fir^Xi> iv^Sf^tti iv> 0 R 1 0 £ J: tfR 1 1 (4. R- 
i/:(iI4ot, (1) (2) g&2*L-CV*Tfc«fcv>7'J-;i/fc L< l±fi 

m^ttTv^T*) £v»«*3it^*^ii»s*LTv>Tfc j:i/>7/i/*/K (3) hkow* 
(4) 7^3^'>7^^f^, (5) 7 frit s 4 (6) t^^;*.^*— ->K ( 
7) 7jU3+i/5&;v^;H^li (8) «jft§fL-cv>T 4 i v^stst^fc^c-f 0 R 1 2 
14 (1) Tfci^ (2) «8l£tLTv>T 4 iv»7';-*t L< li«m£*LTv>T*> 4v^Sf 
m^*-c«m$tL-cv>-c *> iV^T;i/4r;K (3) KKn + ^H^ (4) 7;V3#^> 
T^/i-tfctt (5) «tft$^Tv»T<> J:v>ttS5j*5S:aif*a<-fo 3 
[0 0 10] 

3. iB^>^>^ ^ISIfclii/^n7K>^>), 
R 1 tf*T^*fc 5 > 
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#12 0 0 4-1 9 4 1 7 2 «-*J I 5/ 

O O R 6 O O O °2 u 

R ^N ^ R 5 " 0 -^'^ R 6 "^"N'^ R S ^N'^ R S " S "N ^ 
R 6 R 6 ' H r g • R 6 , 

R > . R 6 ' R 6 ' 

R >' S >T R 5 -o- _' 6 V 7 ** R 5 — 

R 6 R 7 

R V S -* r^tm^ R^n^ 

1^6 H ' R 6 

o o 5 

R 6 ' ■ R 6 ' 

R 5 -^/ 5 0 2 o 2 

R 5 tf* (i) (2) TsS^&atdrtLS i~3«aoifet?iBjfe$fLTv>r4 «tv>y;v 

R 9 R O 0 2 0 2 

«fe**frv^Tt J:v^4S*afiS:a6 mfe**vcvvct> iv^r y — 

(3) TV -;vtfi^Lrv^Ti «fc < „ mWkZtix^xb iV^y^o7;^;K (4) g 

R 7 ^ >Mf, 7^ifcii7A'3*'>*MiA''e*D, 

R 8 is 4 tfR 9 #B-ifcli*4oT, (1) *3* % (2) *L-CV>T & 

«tv>7 , ;-^i L< i*w&2tix\t*xi> £^&m$&i:&xwte2tix^xi> «tv>T;v#;v 

. (3) t Knify7JH;K (4) 7;V3^v7;KK ( 5 ) *LTV>T & «fc v> 

«*3lt5*;^ (6) Uft$*iTV»T4J:v>7y-^*4*, **v»tt (7) R 8 ^itF 

r 1 0 35 4 r 1 1 #p?-lfcii*49T, -ttt^fi (l) (2) ggl£*L-Cv> 

tuviry-^ft t< teWteztix^xi> x^w^^,&xm^fix^xi> 4v*r;v 

(3) HFn^>7H;K (4) T fi/^^-i/TJ^^J^^ (5) 7frlJJ4fr^ ( 
6) r;v^r;v^;v*~;K (7) 7;vn^i/*;wf-;vf ^ti (8) M&£ftTv>-cfc 4 

R 1 2 # (l) (2) «j|3;H-cv»-c*> j^TV-znb L < ttw&2tix^x i> 

iV^tfS:iT'f^$iitV>tfeJ:^7^^;K (3) kFn^->7M;K (4) 7 



mSE# 2004-3105349 



004-194172 : 6/ 

R 2 &£ZfR 4 3&*R-*fctt**-3T\ y, y7A -hn, r 

[0 0 1 1] 

4. 3&B** (1) (2) ft7i>, trv^y, tfy^yy tf^y 

^, ^>m7x>, 2, 3-vfcKn^K-;K 2, 3 Ko^tyyV? >J3 

9 ° R s O OO r> O 

R HA r'-sA rt^sA RB ^A 

R 6 ' R6 . H • R 6 . R6 , 



S °2 7 0 2 °2 

R 6 H ' R 6 

R 6 ' r 6 • R 6 k 7 £ 6 ' 

R 5 ^ (1) (2) T^*»6»«tdrii*iS^tt2«oafeT««$*fCV>-c%J:v> 



O R 9 

I 



rVJL R 10 R 



. R 8 ^' N - . * 12 ^ , 
R ' R 5 

i 

(3) 7';-;vt^LTv»-cu<, i^^tUvv>^Drw (4) « 

R 7 # ? 7ftfS £ /w «t r ;v^;i^-e^) J? „ 
, (3) bKD + vr^S^ii (4) 7^3*'>T^-c*^ 

■rfi., ™°T, ! *»n-*fcl*JlftoT, **L«L (1) ( 2 ) Sm^tLTV^ 

R 1 2 tf* (l) (2) «fe$tLTV>T6 iv>T';-^4 L<ttiSjft$*fCV>T4 

J:v»«*3»S:ggT?a«i$tLTv»r4 iv>7;K;K (3) k Fn+m^ (4) r 

R 1 3 I* (1) Tfc*. (2) ^D^a f«l$^tV>TUW3 + ^ V 
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3) S^tt (4) tt*«afeT*«lr|BlBtRojfc3>^^>^3a*}p^ 

[0 0 12] 

5. ^Atf*^4f>\ f-*7x^£ fctitri; 

«*« (1) (2) *-*:7*>\ uv^ A tfy =^>, e7^> 

R ^N' C ^ R 6 -°-N' C ^ RS-^lsA R 5 ^N'^ R 5^S^^ 
R 8 ' R 6 H R s R e 

■ R 6 ' R* • 

RS-O- R^ £ 0 2 

H ' R 6 

R s ' R s ' R R R 6 

R 5 tt (1) (2) T^f>StftL-2, 1 *t:i±2ffi<Dmx*m&ZtlX\,*Xi> ±V^ 

7/l'3rJl', 

0 8 " R 10 V 

R 9 • R 11 ' 9 • R ■ 

O 

i 

R 6 * , ***fcf±7/i'*/i/Tfc3:^ &£v^iR 5 & x&R 6 i«-f(^ 0 -c tKn 
R 7 ^ S 7K* t tz it 7 fr* )l<X~$> *) „ 

J^l^ 9 V?* 0 *^ R1 1 ^w-**'***^ (i) (2) • 

tU^7;K;v, (3) tKD+->m^ (4) 7;V3 + vt^;k (5) §f 
-fcVHR*ab^T?ttife3tLTV>Tfc i^7;^;K (3) kKn^->7H> (4)T 

R 1 3 (1) Tksf, (2) ad^>, A D y>^^C7 

;K 7 x - $ ttT v>T «fc v» 7 5 y is «t 0* 7 * n * & t> tffc*^ 
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Tfrf-Jlyttzlt (4) 4, Hn 2 -4 *T***flriB 1 IBftOlfc 

[0 0 13] 

R H R ' 



R V^ ? Q» s0 s 2 

H ' R 6 



[0 0 14] 

7. ^ (la) 




(la) 



(R 4 )n 

R Sm^\ R 5 - 0 -N'^ R»^-^ R^N'^ R 5 " S -N' S ^ 
R 6 ' R 6 ' H r^ 6 ' R 6 . 

R 3 J±T^e>S{ftL*H«-^-r 0 

5 2 § R s O °? 0 2 0 

r-n^ R^°yK R s^K R «A N A, R6 ^^ 

R 6 ' R B • H R e . , 

p14 

O O s O N 

R 6 R 6 R 6 R 7 ' 

R >' S -N^ R 5 -0- R 5 -S- R \^^ JV 7 R 5 - 

R s • r 6 r 7 • 1 ' R 6 . R 6 R 7 , 
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R 5 fcJtfR 6 teWl-tfcltmtkor, *tL**L (1) 7K*> (2) Sm$*LTV>T*> 

*v>7**/K (3) 7';-^i*Uv»tU<, g&S*LTV*x«> i^>^ 

(4) a^$tLTv^-r^iv>T i ;-;v> (5) *Jfc**tTv»-ct J:v*tt*8l5ftit% 

tt<tt (6) 7^3^">AM-;V^t^ ttzit (7) R^ilfR 6 * 1 -^* 
R 7 (1) (2) am$tLTV>T^> iV^T;H^ (3) rv-^ti^u 

v>x*>£<. g&s*Lxv>x<i> i^v^rm (4) it$^tv^Uv^7'J- 
;K Sfcii (5) 7;V3*V*^^-^*^to _ 
R i 4 }±7K ^ % 7*3*?/, *mft, y7^fcftlil^^^tU^7;V#^?:7P 

•To . 
R 2 *5i^R 4 J±|WI-£*:{i#l&oX. ^fi^M^-y, ->n. 7Km«. 7 

*&£*lxv>x*> «tv^7 5 y ifctt«&3;K/tv*-c j:v>7;v^;v*7pi-o fit 

tfc, R 1 3 tR 2 T&^tL-rti— ItK&oT, 3IAi£:&K. T5£tf>g£M;Lx*k J: 



o 

R 5 - 



R 3 £R 4 ^-e^-rtL-^^^oX. SBiii:^:, Tsfcifr&Stffrfcft*^* 



C>2 D 5 



0 2 



P « 1 ~ 3 <D&m*7F-f 0 

R 1 3 Si (1) g^lStl/C^Xi «£V>7;V*JW (2) ->7/, (3) Tfcit. (4) 

uyy, (5) «m$*ixv>x*> iv^^y, (6) 7**->K (7) «^^ttxv^x 

iv>*^A-=t-f (8) 7*3**^***-^ O) fc^**^ d°) 
Aft. (1 1) >flclfeftifc»± (1 2) 7^3^'>^t, 
(fc**U (i) fA^irmB^>^>S^»)> 

X&«K 

R 3 **2ttt«3ftL^*»ft, 7^3^'>J^I^>^ n 7^)i't^i'-e?) 1 ), 
R 4 ifiSm-WMhtz* h »K 

(i i) N _ (3_^v^n#*->^ntf>u) -4- ;v- 5-7x^- 1 H 
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(i i i) 4- (1- (4 — 75 / ^;i/*-;V7x-;v) - 3 -V 7** n ^ l H 
-fcf?V>-;l/- 5 -W ^>X7 5 K, ^.fctf 
(iv) 4- [ 5 - (4-?nD7x-;v) -3- ( 3 - Kn*«y^n If ;v) -1H- 

£E£ < o ) 3 
[0 0 15] 

<b * i - 3 a & * firiB 7 k semco'f * tt © msjiit" # u# s ««, 

O O R 9 O O O 

R >j'^\ R 8 -°>r^ R 8 "^^N'^ R 8 "^ R8 "-0' C \ 

k s ' R 9 ' H 

R 8 R 9 ° 2 

r11 ' 8 6 * 9 ' 

o 2 o 2 R o 2 



: 2 

R 9 H 



R 12^0^ r 8 ^ S ^ NSC— 

R 8 &£V*R 9 l«-^liI4ot, ^-tt-rtL (l) (2) S&SttT 

;v^r;v. (3) nFn^v7M;K (4) 7;^^y7;K^ (5) r;v=i3rv#;v 

*-^;k (6) ems*iTv>-c*> z^&m'm&.&zfcte (7) gm$*L-cv>-r& ±v»7'j 

-;v*^i-36s (8) r 8 £ itfR 9 StK&ot. -ettf>^^Lt:v^iS^ 

fcty:, g&$*i/CV>T& i^H^fjsKLti <fcv> 0 R 1 0 £ J: VR 1 1 *4> |WJ— 
ifcli*4oT, (1) 7jc*, (2) «»3*LTV*T<i>J:v»7y-*<i>l,<tt« 

m$ttTv^T^> iv^^^-esm^tLTv^T^ iv>7;v^;K (3) tKn^yJJV 
3r;K (4) 7;v3 + >'7;v^ (5) 7 ;v # y -f ;K (6) t;v^;v^^*— ;K ( 
7) 7^3 + '>*;v^;vifcli (8) at&£ tLTV^T & J: v>=ffifg^5£g£^-f o R 1 2 
li (1) 7fc*s (2) -ffiftStLTV^-cfc J:v»Ty->i"& L< tiSm^tLTV^T^ J:v»«3R 
it^-eam^tLTv^T^ <tv>7;v^;^, (3) HFn#^7W;K (4) 7fl/3*-> 
7 ;v (5) mmztix^xb iv^^H^^tc ] 

[0 0 16] 

r 1 a *n r ^&»fn*aft?*?)> 

° u r6 9 9 § °2 9 

r Sm'^ r 5 ^V^ r 6 ^n'^ r 5 ^n' c ^ r 5 - S -n' c ^ 

r6 . R s H R 6 R 6 

r5 - n X R^is R .X R S" *1C • 

^6 . R 6 . R 6 r6r7 

R 5 t5 ? (1) (2) T^featf*^* l~3*©*T?«fcS*LTV»T* -tV^T* 
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" X R B "°^- , R 12 "°- , NSC ~ . *SA . R 9 ^ . 

(3) TV-^tUt-g-LT^-ck J: <, ffll$^t^tiiv^>^D7;^;K (4) « 

R 6 ***** Kl±TJV*r)l<-e&&fr > &&V>i;tR 5 £ J;t>*R 6 f[;^t, **Lfc 

R 8 iSii^R 9 ^R-tfctt^fcoT, ^-tt-ftL (1) (2) fiJI^tLTV^T & 

^ (3) t: Kn*->r;i/*;K (4) 7;^Jfy7m (5) fi&£*LTV>T*> «£v> 
ttSf^afe, (6) «&£;fiTV>T$> i^T';-^***, *Sv>tt (7) R 8 ^3 J: 

R 1 o^ii^R 1 ^PO-SfcliUftoT, (1) (2) HftStLTV* 

•CUv>7'J-A'4L<lif!ftSiiTv>TU v>lfcXS|t££'CiK£ $ *lt x *> X v> 7 » 
(3) tKn^->7;^;v, (4) T^n^i/T;^^ (5) TfrijS4JU y ( 
6) TA/^^w-^, (7) 7>3#>/*;v>K-;vj fcfi (8) S&£*ltv>-c *> J: 

R 1 2 # ? ( 1 ) (2) BJJ|$*LTV»-Cfc iv»7V-^4 L< {ifim^tLTV>Tt 

*H**atadfe-ciHJiS:h/cv»Tfc iv^r^^K (3) t Fn+y7;i/^jK (4) r 

^a^T^^iTtii (5) fig|S*LTV>T& J: vvfc*aBMfc-e* •) % 
R 2 ££^R 4 -e-a-Ptt^-^V, ^>7A ^hn, T 

[0 0 17] 

10. 3»B** (1) ^>-tf>£*:li (2) ^7iV, fVv>, e^y^A 
R 1 a TO^^IIf^Slt^ 0 „ 

O O R 6 O O O 0 2 0 

R S| X ^ R^N^ R6- N - N 'C^ R »A N i N R 5^! N ^^ 

R 6 R 6 ' H R e , r6 , 

R %T^\ r %m' s ^ rS ^n^ R ^JC 7jc^ 

R 6 ' R 6 ' R 6 ' R 6 V " 

R 5 5& ? (1) Tfcfg, (2) T^eSJftL* 1 £ fcfi 2 1@ S*LT\^Tfc iv» 

O p9 

r 9 • R 11 6 

(3) 7'J-;^1^Uv>tU< > tt#|£ *itv>t J: □ 7 (4) S 

R 6 t:i±T ?l"*JWe&2>^ &&VMiR 5 i3j;^R 6 **— «£fcoT. <e-*Lib 
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R 7 ^TfcSf 2 £ & 7 ;vc& 19 „ 

R 8 & <£ TFR 9 -^tt^tL (1) tK*> (2) ll^^itv^i 

x v> r - ;v *> l < $ fix r x v^iii^itii £ tt-r v> x i> x ^ 7 a> * ;w 

, (3) KFU*i/7)V*r)V£?z\$ (4) 7 fr^ *'s7 fr* )\sX$>*) ^ 

R 1 0 jsiCFR 1 1 i»B-ifcii||4oT, (1) 7km, (2) Sm$frTV> 

TUV>7'J-;HL< flX V>T & <fc V>II^i-Cti$ flX^X ^X^7)V 

*frs (3) KKn^i/7;V^, (4) 7;^^'>7^;Vif:ii (5) g|fc£*LTV> 
T&<£v*&fgSj|5*;g-t?&i9, 

R 1 2 # s ( 1 ) (2) ft&3*LTV*T<> iV^TV L< ttH&S *ITV»T & 

«tv^^^t?g^$^T^xfe iv^r^^K (3) tKn^y7;v#;K (4) r 
;i/3^v7Wi^tt .(5) S£l£*LTV>Tfc J: v>tt3f3|5U£-C2& 19, 

m*$J:tfnj&*RI— * fcl±*:fcot\ JrfirfiO, 1 ttzl*2X$>*) . 

R 2 iSitfR 4 y&*|WJ — -e*LW**V, y7A -hn, 7jcm*> T 

R 1 3 (i ( 1 ) 7^ (2) Anyv, 7X», m&ZtiX^Xi> J:^7;Vn*^ ~> 
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[0 0 7 4] 

\T)\<f-fr\ fcLTIi, iilfC 2 - e > Sfi L< &C 2 - a <D]g.m*tztefrmm 
(D7^^-)V^^fhti, ^ffcWKiiifcr— >K T'j;K l-^f-;i/-2-7'n^;K 3 
-7*f-;K 2 -^>-r-;v\ 3 -^-fe-^&W&if fb*i£ 0 

[0 0 7 5] 

rT«;-;i/J t LTii, MilfCe- 1 4 > ftt L< fiCe - 1 0 
[0 0 7 6] 

rr9;v^;vj tLxit, Mx-tfCi - 6 x &t KUCi - 4 <z>tt:« s tz itfr&mM 

i-7x-^xf;K 3 -7^-;i/7°n tf;i/^^$,if p>tL^>o 
[0 0 7 7] 

^aMfbft^o rrU-;vtil^L^->^nT;v^;vj fcii. C 3 - 8 , jfl t<(±C 3 
-6^)'>^o7;i'#W s 7 , J-;v (0iL<li7xx;v) ii&fc-^Lfc^nTJV^v^ifc 

fi*«ak ^n$*>\ Ci - 4 T/i/*>K Ci-4 7;vn*'>£ ¥&$>ifhti. #f£L< 
tffcfL*,, iS^^tLTtTV-^^-^^nT^^r^O^^t ttli, 2- 
t: Kndf W l -4 Ji> bfiZo 

[0 0 7 8] 

r«*s*5safej fcui±, m^mmm^ mmm^&zxmmm^frhmtftLZ 1 ~ 

[0 0 7 9] 

*ii«tt*3ii**fc Ltit assure-, mmm=F& zimMtttmiiM 1 ~ *m 
mmtL\<*wbLx&ifhtiz 0 iff t stt Ltft mmm=F, mrnrn^- 

ffiSE# 2004-3105349 
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^->*: 32/ 



^nij?z^ fefDV;K ^7^;^ bfys?;K fcfy$y^;K 
-;K7h7/y;K f7^J;K fcf^y^K fc>??S>-/K ^;v*y;K xl^tK 

o 

[0 0 8 0] 

at**^-* an« ot2 LfcrnsttsRSfcaak & * v> n±fmm^mmm. 

[0 0 8 1 J 

^> tfn-^ tryy^ try$3», k?^y^>, t?^?^ 

, -t;i/*y>\ **tf-x9 5>>, -r Kntf9>, [b] ^*7x>, 

[b] 7 7 >, 2, Kn-f > K-;K 2, 3 Kn^vy [b] 7?y i 

[0 0 8 2] 
[0 0 8 3] 
[0 0 8 4] 

tuii, ^fnif musi*. mmm*%t*) ^11^12 

tnyy^ tXyv^ *;i/*y>, ftwj>, *^tr^y^>& 

[0 0 8 5] 

SllEtt*att«»$fL-cv»T* «jft*ktrii, (i) (i)^ (ii 

) (i i i) ^nr*3^r*A (i v ) ^n^»> % T^/K 7x-^|:J:0 

i^^tLT^TU^T^n + y, ( v ) TJ^^-JV^KX *)g8l£*LT\/>T 6 «t va#;w* 
(v i) ->Ty> (v i i) 7^3^y*;^*^;K (v i i i) # ;l,#r*>< 
(ix) r/Hr/K 7x^/i^kj: i)iU^Tv>ti iv^75 >\ ( x ) r/n 

TUwrm, (2) yTA (3) ^nyy, (4) Tfrts-f^ 
*nr/i/*/u*fcJ:9ll!fc3*i.TV*-c* iv^r^, (5) r/i>*--/K (6) r;vn^ 
^ *m*^fc.fc gg&$*LTv>T& J:W3>\ (7) t;v*;k 77M;vfl:j:») 
«ft3*iTv*Tfc .fc^a/wt^/K (8) r;i/3* '>#;wi^;K Sfcji (9) 

if bti&o 

[0 0 8 6] 

ffifE#2 004-3105 3-4 9 
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[0 0 8 71 

R 5 > R 6 £<fct>*R 7 K:mtStt&Ty-;i^ft&*t liKn4i/tli?ji 
[0 0 8 81 

(A) (B) (C) (D) (E) 

D 10 R 9 R 9 0 2 



R 



R 11 . 

(F) 


(G) 


R 8 -°^^ 
^ (H) 


9 s 2 

^ CD 


o 2 

(K) 


R 9 >V S ^ 
H (L) 


12^ 




NSC- 


(M) 


(N) 


CO) 



R 8 " S "N' 



R 9 ' 

CD 



(P) (Q) 

(^ c f 5 > ^•IS-^-fiHuiei:lWi«-e^>^ 0 ) 

(A), (F) , (H) , (I), (M) . (O) % (P) (Q) # 

0iL<, (A) % (F) , (H) , (M) , (P) ts&V (Q) #^K#F£ L^ 0 
[0 0 8 91 

R 5 . R 6 > R 7 ^i^H e t Cfelt4tj|7;H;i/©fMt|,-5«|iS;It LX 

ti, tryy;K tf?vy/i\ tf^y-;K try 5 fh5/v>, fryjw 

[0 0 9 01 

R 8 , R 9 , R 1 0 , R 1 1 is XVR 1 2 K&VZW:m7V -JlxDWmmt LtiJ, 
[0 0 9 1] 

_R 8 > R 9 , R 1 0 , R 1 1 ^icFR 1 2 iz&tf z&mm&mt LTli, tf'j^;v, tT 

7 vy ;k tr^^-;K try 5 f- h 9 vy ;k f Fn tT * t < 

J>J:v\, R 1 0 1 tc*rt*tt*«S:3lffcLT.±, If y VJMmtz&t Lv> c R 

t*tt*tt*siK:*fcLri±iRFHtry5^, t y ?k Kn^^-wt Lv> 0 
[0 0 9 21 1 

R 1 3 t^^^Mt^Si LTIi4, 5-yt Knt + t^-^j tv». 
[0 0 9 3] 

R 2 £J:£fR 4 \z&Vzm£k1i1l'X*4 fr&HXTW&kT^ S <Dm.Wk&t Ltl±, -ett-r 
ikZizz t)W:&2tix^xi> «tv^r;v^r;v^*tf fetus 0 

[0 0 9 4] 

ttiiE# 2004-3105349 
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I 34/ 



R 1 3 lC*3lt^>g^T^^;VO«m*i: LT{±> (1) ^ny>, (2) *EK& (3 
) ^n7^3*^ (4) ^ny>, T^3 J f-'>> 7x-;vf(;j;t)lj|$tit^tU 
v»7^3 + ">, (5) t;v*;k frWl&mz X t)WM2tix\<*x%> «fcv>#;w^e>f ;w ( 
6) (7) 7;v3^rV*;vsj?-;v > (8) #;v>K*->, (9) 7;i^;k 7i- 

J: ^gm^tLTV^T^ i^757, Sfctt (10) T^n^v, *g&3&*? K J: U « 
3&$tL-cv>-c*> ivw 3 y fetLSo £ $ftL<{±> (i) ad^^, 

(2) tK^»> (4) ^d^^ T;v=fdf->x 7x-;v^i:J: ^«m£*L-c^-c & £v>7 
;vn+y, (6) V77, (8) tf^^rv'. (9) T^^K 7x-;^};j: 
*LTV>Tk iv^7 5 ^> (10) T^n*^ 7jc^*^^i <9gm$^TV^Tfe J: W 5 



[0 0 9 7] 
[0 0 9 8] 

[0 0 9 9] 
[0 10 0] 

<b7K*m^<7>*s^m^ mkbl ->^.^m^> ^^^m^> 



[0 10 2] 



[0 0 9 5] 



[0 0 9 6] 



[0101] 




,13 
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[0 10 3] 




it&m (II) Mb^% (III) t (DKBii, V^r~i-)V ■*7-TJV*>-l-< 
*)\> • V^jc-r-r (J. Am. Chem. Soc.) . 7 2t, 2 9 4 8-2 9 5 21, 1950 

A & if) CD^T^fr ^t^li. 

tt&m (iv) hit&m (v) o&m^&fc*) o^-zk a. 

, 1-2 4^IBIKJESS**t ifc«t >K ft-fr** (I -a) £ i XHk&Qu (VI) tf>«£ife 
W 6 *ta o #<b ^fcK)£I^S:S|§a t/cii^n-7h^v-7-f - £ 2: K J: o T 

, (I -a) ^it-StH J tl-S„ 

[0 10 4] 

*j*2 (I -a) 14, aT«C^T^It^ii^^o 
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36/ 




%¥<DMM&*tfL, Yit-B (OH) 2 > -B (OR a ) 2 t/;l±-Sn ( 

tt&m (vi i) tit&m (v) toasi4, #?£i (iv) kvc&m 

ft^iMvi i i) *i$m\zx <9^n^><b^J (a-^vatfty ^-^^^by 

) ££(4*;i^*^;Wt;#J (i£7X h y ? ftsjru * $ y ifr if) tm^xik'klb (V 
I I I- a) tLtzfe, Vc&m (IX) *s*?i?VAMM<V : ?f&.TXKB1**tZ>ZtK£ 
*)it&m (I -a) 3 «, ^5y-)A)!j!iat!i, #Ux.14t- h?^ 

J*. (HJ7i-)^^7r^) ;n°9v^A (0) ^ tf^. (f'j7xi;V*X7-f>) 
v^A (II) ;n'JK, A7vW (II) T*T- Y^<D0fa*tz\±2m<Ds*<7 :: Jv 
&1&m*M^2>Z.tiFX£2>o YiF-B (OH) 2 Sfcli-B (OR) 2 ( 
IX) ^I^tlfDt^t^it M*S«$*^«ILV^ LT(4, flUtf 

^7;v*')tl, 7jtm'ffc7;V7jy;&Jg, 'J^tjv*^!, 7 y-ffcr^* U 

^>-t? >i IzliZtibnM&miP&lf htt&o *KJfo<DRBM.m&, 6 0-1 
50 £P£L<i4 80-12 0'C-T?&f)> RJS&B#W«U ilt 1 ~ 2 4^W"C*&o 
10 10 5] 

#&3 : mQ^t°7V*-;v-eab«9> R 1 3 #7 5A ^n^>"C**^»l4, J£lT<z># 
SIC X «9 Sot-T * £ £ &X £ 3 o 



ffifE# 2004-3105349 
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it&VO (I-b) (r-h5HKn77>. yjc^;vjn-x;v. x.^ > ;jr 17 =r - 

*$»?-/i'.x-7'/u, ^>f;v*;i/A7U\ S» K, v :t 3r -9- > & 

tK 7;V3-;v (t e r t —79 J—fr^ fry fr^-fr^l?) $5£XFM& (h'Jx 

7$>Kfc20 t-2 0~ 1 5 0t"C3 0^<b 1 0l$WKJS3«CfcfcJ: «K "ffc^ ( 
I-c) «-lIt5iiW^ 0 ^*3 % *EJS»C*»t4T^tia5S*Ctt, YStt^J 

(I-c) SrHmKi^m (ttBL h'J7^DSBt4if) ^31"*^ 
fi«$tfi7G fctt-r £ J: J) „ ( I - c ' ) imhtiZ* 

tt&m a - c' ) *®m mm, mm, jubacam, mm. ^mmttza^tib 
i o ot-e*^ Rjs«Fiwii. ansri o#w#«s> i ob#iht*& 0 

[0 10 6] 

fi, *J* — irfr ■ t7- ^■f^yf;l/-^5^h'J- (J. Med. Chem. ) 4 0t, 13 4 7 
- 1 3 6 51 (1 9 9 730 > ^^^¥9 - 5 0 6 3 5 0 -fr&fclCEitOSSfSsfcii C 

[0 10 7] 

- ;v i 7t itmm^MX^ & ik&m (I-e) Ji, £XT<Djj&iz£ *)M]!k-rz>ZttfX~£ 

%) o 
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NH 2 OH 



(R 13a CO) 2 0 
R 13a COOR 

>13a, 



(X) 



(XH-a) 

(xn-b) 




(R 2 )m 



(XI) 



R 13a CO-N^ (XH-c) 




13a 



(I-e) 



(xni) 

(XI) «\ ft&m (X) Srn Kn*-»i/75 ^Jfcli^l (mm^if) b 
*RJSc?ORj&iaBEH, ®#0 t^£i«?>S?M^ ffiL<ttia*6 5 0TCT?*»?, 

ffrfr* (XI) &&& (rf7tKn77>, V^fl/^-Tfr*?) «K (n- 
yf-^'jf-^A, 'Jf-J?A^y^n^7 5 K4if) ©#4Tt, <b^% (XI I-a 
) , (XI I -b) £ £«tfb^ (XI I - c) bKBi^t&zbbzl: *) , -fb-frW 

(XIII) tf*#<b*L&o *KJSORJS»«tt, iit-7 8*C*»e>*?$-TT*»J> RJ» 

m«t, ~2 4^ra-e*^ 0 

(XIII) (^*/-;k -x*y-;K ^>v> 

% ?nn*;vA&^) «K B* (^> p - £*) 

<fc *) ffrfrffc ( I - e ) im bti&o ■frKB<DKBUmiimi& 0 <b »Jfto«»ifi« 

t?* •? > as^wnaiir 1 ~ 2 4 b3fh-c*& 0 

[0 10 8] 

3rft6 :<b^ (I-f) t±, JBlTO:#tt J: fcfcT?g*o 

(XV) 




R1 "0 
(R 2 )^ 3 ' 




(XIV) 



(i-f) 



>Jr 5 ij n, . 35 =L=->r- -> 3 >X (Chem. Commun. ) > 2001 1 5 5 8-5 91 

izmm^umKmcxmitx^ ^jt^m (xiv) Mts-frw (xv) t*, ^»2tc^»t 

(VIII-a) (IX) b t mmfcft $ z t k x *) ^it&m i 

i-f) ^istsi^tu, 

[0 10 9] 

#&7 (I) «±, JSLTO^rftKJ: «Wii:^il) 0 
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(xrv-a) (xrv-b) (i) 



(XIV- a) *^xify\km MM, 3^*. N-^n^en/N^®^ $ 

K*) tl^tfSc j; *)^uyyik1rZ>ztK& *K ik&m (XlV-b) *Wkm.-fh 
Z-ttfi:%Z> 0 it&m (XlV-b) tit&m (XV- a) t<DKfcli, it&m (VII 
I -a) fc-ffrfr* (IX) bOKl&kmm-frl Zttf-CZZo 
[0 110] 

#j£8 : R 1 ifi— SO2N (R 5 ) (R 6 ) -e&Mb^tf. ai^^ta t9^gti"-l> 




(I-h) 

it&m (I-g) (^nn*M, f- V^&if) 4". ^nn«|h»T 

*f 2 L < (i^z&^T, 1-48 BffMSf & iil:J:f), (X 

VI) **#&*L3 0 

(XVI) tlt&m (XVI I) fc*, !&5SKiSCT«UI (f'Jxf;V7r/^ 
f) <£>#&T\ tfetia**©^* (XVI I) Srfflv^T, 2)c?frT*»&MLT? 1 ~ 2 4 
l*WKJ6S**ifcKJ: «?-ffrfr» (I-h) ^#?>tt^ 0 
[0 111] 
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^->> : 40/ 




(i-i) 

(I-g) (ftBft, tfcfcftgk ^no*M, v^nn^^^. 

■U fltmT-fe^v&^t&MI-^ci: fcict Hfrfr'to (xviii) fc3&»T§ 
&o *KJ6©Rj6aUE»±, a#-2 o~io o'C-c*'?. KJcMSWii, »#3 O^IW*^ 
l 2B#F^-e&£o 

fb£-» (XV III) « 7fC> 9J-fr^ s-9J-fr^ t e r t 

•Mfr&W (I-i) £fcj&«T£So *7&RJ&fcLTtt % 

mt&, xxm tex&mTu, m&&m (^v^A-jt^ 

o SHMSEGfcfrd*^ ***iLtm 1, 4-v^n-v. 

^ftyx>f tftitiit^i*. asautii, if- 2 0~ 1 5 otct*!k RJES 
^r«iii> dint 3 o^ra*»e>4 8v$mx~&&o 

[0 112] 

^10 : R 1 #*— N H C O R 5 ifcli-NHS 0 2 R 5 -C&Mt^%f±> 3fr& 6 , 7 * 



ffifE#2 004-3 105349 
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(I-D 

ft-fr* (I-i) ^N-Tv;HbM^D^iy f N-x;^>^^;HbR^S(i^ ^*<o 

u 9 a % ^m*** v * a , v v *? a, Rm*ft^ fv^a, 7xmib^ 

[5. 4. 03 ^>7**-7-J.>, tfVv>. 4 - f-;l/T 5 y tf U 
bti&o 8 0-15 CC-efc*). RJ&l^rati, If 3 0^f>4 8NFS 

[0113] 

#8:1 1 I R 1 ^-COOR 5 tfcli-CONHz -C *> * -ffc^-Afc li . filT^CJ: <9M 



ffifE# 2004-3105349 
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(I-o) (I-n) 



4t-£tJ (XIX) (V-th-h'JK ^f^^**i/K, y^f;wt;H7 

) 1 0 0t"Cl *»6 2 4B*roKJ63*«£ fcfc i "Mfc** (XX) 

3E», v 7 >{t* A ^ t^->7/fb^J^fflv^ >: i: }: J: o t M^t (XIX) 

fb'S'tt (XX) (tIc, jc^y_ ; v > /fy/nt>7;l/n-;K t e 

-&»&*f) be (mm, ^m^if) ttzitTfruv temt+hwi*, xmituvv 

-eSnTfc^-tscitcj: ij, (i-m) ma#t^ 0 

-20-15 omO, ^B#F^fiM#. 305-4 8B*We** 0 4 

4b^ (i-o) , -fk^w (i-n) i*%L<n^irtifr<Dy3mi l z£ v&mi-zz. t^r-i 

(1) (i-m) ^ad^^ CEib^-^&if) tMLTH^7^ Kjcge 
4b£-^ (xvi i) (xxi) C&ifcto*-*-hy & 

f;xf;V7 5^ eyy^&if) ©^t, -2omiMt3o^ 

*>2 4im©c:^^it}:i (I-o) tfcfift-frJtfe (I-n) tf*#ib*l3o 

&i3. fb^ (XX) (7jc % .x^y-;^ ^fy^newa-^ 

tert-7*f^7JV3-;K J^V^y v^?- yjr y =r-;H: fcti-?-*L£> 

if ) * , t y (Tjc^fb-^ h y -7 a „ *»-fk a y * a & if ) & 
itfcilK <b^ (i-o) iz&wzr 5 &frm<D<ik&W*&2>zbi>x^ 

(2) to^flfe (I-m) &{&5FfcJSCT#«G (^f;wt;U7 5 K, f h7HKD77 
>\ v^^-tf-^&if) Ifl^J (l, 3 S h\ 1 

^>ry y nttT-eft&m (xvi i) s^tt^w (xxi) tm 

ffifiE#2 004-3105349 
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&Z^2>Ztlz£ (I-o) tfcfcHb^ (I-n) ifi'&btl&o B3&mBi\±m 

IUVZfrhl OOTCT&lK R^&B#K^®#3 0^!b2 4B#|fe&&o M^J^ 

(3) <t<M& (I-m) £#tgg^-*x;v (^nn^f;K ^no^xfK^io 

M^e>*«Eo«asMT?i 2 4n#w, (xvi i) *ti\±ibkm (x 
xi) ktzx vit&m (i-o) ifcwtffrs* (i-n) **we>tL* c 

[0 114] 

M12 : R 1 /5 s — O — R 5 •e**-ffrfr»«U JJlT^tft^J: *)J&3rr££ ^-c^o 




(I-r) (I-s) 

(i-p) ffcte-fb^ (i-r) (tJc> v^^;v*;v**->>\ 

, (^ciMbf- h u •> a % 7X*<b^- b v * a «: if) <^&t> fb-frw (xxii) t - 
2 o t:*f.^i©iisi-e 1*624 mmKfomtz z tizzy ( i - a) * 

Mtfb-frW (I-s) *#4Ci#T?l4. 
[0 115] 

Jfel3 : R 1 #-S02 — R 5 -CabS^fc^tt, *^6, 7 * 7fclimT03r&fc«J: 4SL 



o 2 




(I-s) (I-t) 

ffitE^F 2004-3105349 
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0 0tT?3 0#*&2 4iTO?«itia 19, i\&m (I - t) Wb*L-5o 
10 116] 

*tel4:R 1 ^-S0 2 N (R 6 ) OR 5 R<li-CON (R 6 ) OR 5 ^aaffrfr 
titfttiR 1 y-SOa NHN (R 5 ) (R 6 ) tL<li-CONHN (R 5 ) (R 6 ) 




(I-v) 




(I-x) 



-fb-s-tf (xv i -a) sfctt-fk^ (xxv) (xxi 1 1) tmm&msi ( 

ffifE#2 004-3105349 
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45/ 



4H#i&j££«£i:KJ: >9 > (I-u) Ztz\±it%% (I-w) ^#ib*t£o 

tfc. -fk#» (XV I -a) SfcttflS** (XXV) Mfe£* (XXIV) b<DRBi> 

ALmtrnm-ftiztizzt)^ (i-v) iteMk&m (i-x) ^#<btLSo 




(i-y) 



(I-z) 



(XXVII) 

(5$;*, #is-^i±ltrlBtiwiatr^)^.o ) 

tt&m d-y) (xxvi) tmm (r>nFn77>> ^ x ^ x -7- 

if-l/V^iJ 3 — f-^x-fK "OO^ y^-^r-^V 

J&if) - 2 0- 1 0 0X:T*3 0^—2 48^^^';-^-^ (Grignard) RJ&fcfd"f£ 

tizx*), ft&m (xxv 1 1) imhftZo 

tt&® (XXVI I) ZWcffl t*nABfe-S6BL SMfc^nA (VI) -flHt-T-fe h 
V (Jones) UM) . mit^uJ, (VI) -tfV^flM* (ay V* ( 

Collins) Um) ^ -ynA^g (Z^nARtb'^A, - 7 aAf*'j^^ 
if) -IftBL ^nn^nAie'jy-^A (PCC) > ~S*ftw2r>\ y>W;v* 

ttjfSth'^A, iE**m-M»y^A«:if] o-ioot: 

t?3 05—2 4f*HRJS***ii:KJ: IfrfrW (I-z) Wb*L£ 0 

^?6: R' N H S 0 2 N (R 5 ) (R 6 ) •e***fr&BM±, ttT<0*«K * •)» 




R 6 



(xxvm) 



R x SQ 2 Hal 




(I-i') 



(I-aa') 



(I - i ' ) *tt&® (XXVI I I) tUmi 1 £ mmKfcfcZ*t2> ZtKX 
V) , ( I - a a ' ) <b ft* o 

7 : R* #-OCON (R 5 ) (R 6 ) J^T^feKiJ:»)»jfe-t- 
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R 6 
i 



(XXIX) 



- M 

R "COHal 



R 6 

R 5 V 



(I-p) 




) 



(i-bb) 



(R 5 ) (R 6 ) T'fcMfcl^m, MTO-fimzX «9 



ft-frWU-p) (xxix) tismi i twiMteRi&mtzz-tKXt), 4b 

(I-bb) Offlbfi&o 
[0 12 01 

^i8:r4 s -c (r 7 ) =c 

(XXX) 



Ph 3 P=CHR 5 R 6 




!»:J»=CHR 5 R 6 




(I-z 1 ) 



(I-cc) 

(I-z' ) fctt^ (XXX) i:-20~150tt30^~2 * <f 

?r>f*fc (Wittig) fcK«fc 0, (I-cc) Wbfr&o 

m^hfi&mmt LTi4, 7jt. j.*ry-/K t e r t-W7JV3-^ 

;V*;VA7 5 S»*-A'.XA'**5' h\ ^^-t?^ >;vji>\ ^r'sUy^ ~J**c*)->, 
M.it*^vy^ ^nn^w, -y^trnj^>% T-fe h — h U ^**Jb»f <b*i.&o ^KJS 
teffiv^tL-S^t LTI4, b 'J * A* h\ tb'J «7Axf^> K, *'J->At 

er t-7h#vK yfc3Rft*y U ^ A V fc?;V7 3 

e^xfA'T? >\ f'J^y, 1, [4. 3. 0] * V - 5 - x\ 

[0121] 

<b^-# (I-dd) 14, KTWtfifa 



ffi|E# 2004-3105349 



#® 2004-194172 



: 47/ 




,13b 




.OH Y 1 = R 



(xxxn) 



(XXXI-a) 



(XXXI-b) 



(R 4 )n 



(xxxm) 




(R 4 )i 



,13b 



(Hd) 



(5**, Y 1 {± — B (0R a ) 2 $ tzit-S n (R a ) 3 R a fiT ;V*;V£^L 

ft*** (XXX I -a) t^nyvflall (ttL3ffx N-^on3^|-f5 K, ^Mf 
tth'^Af) fcJB^THTfefc J: V) ^Wfy^&ZbKX 19. ffr&W (XXXI-b 
) So 

ft** (xxxi-b) (xxxi I) ^v/ 

ft* 1, EimftRfit, ^>-te*>\ hJU:c>\ *->V>, N 

*-;K >fV^n;V-^, 79J—)'^ WML*-*'*'* ;fc*fc»±-€-*L&©flMMfe*£) 4" 
, (HSbdcX^hU^A. £tM3kSf# V *a, Mth'^A, Jftflfc*y *a, £tBfe 

m (xxxi 1 1) a&a&wt. o~i sot, 

l< (±o~ 1 0 0 t;-e*«3, sj&mmt* a« 1 ~2 4n#wezbs 0 

&i3> T 9 9 - 'r^'b • 7,iJ>Vi-\£f} (Acta Chemica Scandinavica) , 4 81, 6 
1 -6 71 (1 9 9 4^) co^lcmCT, ft£-fe (XXX I - a) *^n$*>ft5ffl:& <£ 

mt&m (xxxii) tKJB*z^z>zt{z£io^ w&m (xxxi-b) zg-m-tz 
dt*<, ft^tf (xxxi 1 1) imat-t s^t fc-ir§a 0 

ftfetufeft^fc (XXXI I I) **tt2JC*W-*ft-S* (VHI-a) tvc&w ( 
IX) ^O^fDhlWI^iCfi 1 ^ i tiZX *K ft£-» (I-dd) «r»3t1-sc:fc#-c§*o 



#&2 0 : ^QriM y^-9-V-;v*T*«9> R 1 y& s C ON (R 5 ) (R 6 ) T?3b *K R 2 
(I-ee) \i, &T<Dj5mK£ OSiltSit^-el^o 



[0 12 2] 



ffiiE# 2004-3105349 



mm. 2004-194172 



48/ 




(XXXVH) (i-ee) 



P 1 li t e r t -yh^^>*^^7 $ xlJ0t/;iil 
yttl tiz\t2 4lb<OgB-^tt1&|BfcRI«-C*>*o ) 

ib-^% (xxxiv) zmm%mm (t h7tFn75v, ^^f^- 

t^;K 1, 2 -v^ h**>.x* >m -7 8W^£TM (yf^'Jf^A, U 
f-;A^yifntr>7§ K30 tfelLt'J •f-^" / fbL> 3fcv>TMt£1& (XXXV) fc 1 
~2 4BSMWRJ©3**£ fcKJ: «K ffr&lfe (XXXVI) £ & e 

-ffc^W (XXXVI) (^'J'J^HJ^WJ^t^ (PPSE) ££0 

fcKJS .i^ii-fk-a^ (XXXVI) t^n^Wtt^^^^^^r^Ct 

^ (tTUi^V. 1, 8-V7fe->^n [5. 4. 0] -7 Vt** - 7 

(dbu) m fc^iu t ^ -fb^-% (xxxvi i) ttmikir&z. 

%hfitzik&m (XXXVI I) Srii^&itS (SMt^f-V^ ^nn^A, ff? 
yfrXFy&XVmN (R 5 ) (R 6 ) fc»T^f>Ifit» 1-24 B|FII£$^I) - t C 

XL tt&m (i-ee) fc»irra a o *kjs^^v>t, mj**^ 

^irfHN (R 5 ) (R 6 )Kftx.T, (R 5 ) (R 6 ) NCOHa 1 t tzit (R 5 ) 

(r 6 ) NCOiirfia* (tfyy^ hijxf;vr^f) *fflv»rra»^^ii6-r*i 

mbtitzit&M (XXXVI) (DykWL&ZOC (=S) SMe«j&L£f£, h 
V & XV? ViM'W&M C2, 2' -7V^^vyfn->iJ;v (A 
IBN) t^a-racit^J: «9> ^ A 3* tin y v>> tf^U SJVtfctisfc-tfcT^y 

S> > (Dik&m % Mikir * £ # * „ 
10 12 3] 

1 : R 1 ^-CON (R 6 ) COR 5 iftli-CON (R 6 ) S 0 2 R 5 T?*&-fb 



mmm 2004-3105349 



#H 2004-194172 



^-y : 49/ 




(I-hh) 



ib-g-t? (i - f f ) izjk&m (xxxv 1 1 1) t tz\±ik^m (xxx i x) ( 

t*?>ll"C3 0#*><b 2 4B#IWRJfc3-£*i:fcfcJ: 0 . ffrfrtt (I-gg) SfcfcMfrfr 
ft (I-hh) *«»fe*LSe 

[0 12 4] 
M2 2 : 

(1) ±Wtt&K&\,->X, #*Wt^&*fc^*Kt^KW*63fe (k Kn*v % 75 

KfSCTT^^riL^ (i) M hijxWrA 

R 6 fc£*t£@&$*L-cv>T 6 iv>7;i'*;i'£5&i5fc1-&o ) 4fc*± (i 

„ ) ^^7M;v7vy**Wv7- hisitf h V 7i=^7^ >£Jlv> 

y 4 it vii £ tL 7 5 7 =4- £ f frfrifc jFT § & o 

1 1 C&ttS'ffrfr'Ifc (I-i) ipt>) (I-k) ^(DKBtmUKTisfr^JJ h~*M^ 

(4) ±.m-%mz&^X, fcliJSW^tl^A^^^^tttSi^ 

ttifE#2 004-3105349 



#M 2004-194172 



^•--J : 50/ 



*S12W4M (I-m) frh (I-o) ^©RI&fcRIttKT^ ^SrfflV^TRJtS 
#^JS (fii£> /<?-?*A, d^a, ;vf--fA, -y<7-;v) »*R*fflv>fc«ftk*7n1- 

t a> ij u (*BMb?- h'j«>A> TRmib* u * * * if) t?in^^i-s - 1 k x *) „ 

-5 * ;i/ v & C t tfi: § & o 

(7) ±E*ftK*v»T, ^s&SJHb-a* £ tz itmvHk&VBifi* /w** a & *^~tz>m& 

K n * * y - ;v - 2 - 4 )V \,z ■$ %> £ £ tf* T § £ o 

(9) ±ffi?ji£t-j3V>T. ^|&Wb^*/i»i«*Kb^5&*li Kn*->S:^ri-*»^ 

#$&9Hfr£«J 4 liWJH&ft**^ n > £ m-t & «r£\ 7;^-;vi: gkSI" * C fc J: 

~~ (1 1) ±wH?mKts\,*x, ttmik&mtfcte&twk&ynp*- Kn^'>ttt*#^ 

(12) ±E#8cfcJ3v»T. *#&iHb£-^ 4 ttlKIHfc'M&d* * ;w **- £tz\tT fry* 
fth'J^Ai if) 0#^ET"C»5c»T 5 >> ftRJSfcfr 3 £ i: <fc >J „ vll 

(13) JtE^&Kis^-c, *&Wik^tt:itm$Mk&to#*n'#-Ji'ttz\±T*r 
kKttt*W, (Wi t t i g) jcj; I), rllg^t: 

(14) ±E:J5r8cfc*v»T, *»W<k^4/tt±flt#Hk'fr'»3& , ^^*>T5 K 

»-&\ r;W3-;v (**s-n<, J if) »K 7;v#y toSMbrM* y tR 

(1 5) ±E*ttK*v»f, *»Wft^*fc»i«#Kk-6*3ft f T^'jF'fc H 
, T;V3-;i/ (>*y-;K * y - ;^ & if) 4u (R^tK*^ h y * A& if) o^? 
tTtt Kn^->;v7^ >J^liO-7^^;n: Kn*^T5 ffcRjS J: 

f h7^Kn> (Tetrahedron) , 2 0 0 2^, 2041-207 5 H^E«cO^T&^^ 
(1 8) ±E*ifeKii3v>T, *»9Mk#*4fettflt3pMb'fr*5&*7 

ffilE# 2004-3105349 



#JH 2004-194172 



: 51/ 



[0 12 5] 
[0 12 6] 

^&}fcW&Zti2>Ufot LTfi. WJ, j&^J (vn^A T7t:7^, -b*7f>, 

V)V\£y K h 9 > Y , *U fcT-;l/t?n>; Yv) . (?L*i> ysf, 3-^* 

[0 12 7] 

»*s&Em»a)fcL-o±. saws***, ^aA«**fett^ 

^i, M, «vMiM«-gKiactil^^^ 1B^#*j0. l 

-50mg/kg, DfrtfifcO. l~3 0mg/kgg||i:tS«IL^o 
[H^co^m] 
[0 12 8] 

#nwwfb^ (i) ttzii^r<7)mmm^mLn^>m.ii, mti?zm*>y??>xwi 

cot?, «x.«rrtjfiLffi, «tt'W^ ate* <mk«e* mmm, 

?*mTmm.. m&L®x'*x&, *m&mm&, ^mssimmm, ^> ■m&zmm, mm 

tiKWimm, nm> m&m, &m&, m&. mnm&nmmB. (copd) „ mil 
<a«ttn«ttMr^A (copd) iii> ttaffiHw**©^, 

[0 12 9] 

m.mm, m^MK&^xmmztLzm-^i*. j tti*tL&T<Ditmim'to 

THF :fb7liKD77> 
DMF : 5*.* ****** K 
Me : 

E t : -x.-?-/u 

t - B u : t e r t 

Tf : h'J7Wn>^^H^;i/ 
B o c : t e r t -T'h^i'*^*-^ 
B n : ^>>?;v 

ffi|E#2 004-3105349 



mm 2004-194172 



^~*J : 52/ 



P h : 7x-;v 
[HifcW 
[0 13 0] 

mmmi 




4, 4, 4-h'J7;vtD-i- (4-^tf;v7x-;v) 3-^> (2 

3 0mg, 1. OOmmol) t 3->f ;V7x-;H; K7y>tt^ (1 7 4mg, 1 
. lOmmol) <^*7-;v (5ml) »«4r 2 0 RffflMt&ftE Lfco Kf&^^^ipm 
, m&WkffiLtzo M^v'J*^V*7A^n7^77^ (AH>:SUif^ = 
95:5-^90:10) -cflWl-t^ifcKJ: 19 , 1 - (3 - ^f;v7x-;v) - 5- (4 
-^f;V7x-^) -3-' (hV7^in^f;v) - 1 H- ( 2 9 8 m g , 9 

4%) *n*tLxmz 0 

MS : 3 1 7 [M+H] + , APC I (Me OH) 
[0131] 
£MM 2-6 

[0 13 2] 



ffiSE# 2004-3105349 



» 



#M 2004-194172 



s<-*J : 53/ 



[111 









2 


H3C 


MS : 328 [M+H] + , 
APCi (MeOH) 


3 


H3C 


MS : 408 [M+H] \ 
APCI (MeOH) 


4 


O 


MS : 345 [M-H] 
ES 1 ( MeOH) 


5 


A=T F F 

H 3 C 


MS : 317 [M+H] *, 
APCI (MeOH) 



[0 13 3] 



ffiIE# 2004-3105349 



#M 2004-194172 



^-y : 54/ 









6 


o 

H 3 C 


MS : 345 [M-H] 
ESI (MeOH) 


7 


H 3 C 


MS : 383 [M+H3 *. 
APCI (MeOH) 



02N 




H 2 N 




(5 Om i ) t^? 



H 2 / Pd-C 



Me' 

5- (4-^f;i'7xiJl') -1- (4 - - fD7x-;l/) -3- 
;V) - 1 H-tf (2. 4 0 g, 6. 9 1 mm o 1 ) ©THF 

(5 0ml) itC10%^7y^Al« (2 5 0mg) OD/U *3R#H*n<\ 

1-Sit^«ti9, 1 4 - [5- (4-^f;i/7x-;i/) -3- (> 'J 7;vtn^f - 
1 H-t'9V-;V- 1 y<> (2. 14g, 98%) 5:i#tUf 

MS : 3 1 8 [M + H] + , APCI (MeOH) 
[0 13 5] 



tBSE# 2004-3105349 



#H 2004-194172 



^-v : 55/ 




EtCOCI 




|4- [5- (4->fJV7x-;v) -3- (h'J7;Vtn^f^) - 
;v- 1 ->f ;v] — ;V| 75> (lOlmg, 0. 32 mm o 1 ) £ h 

(0. 066ml, 0. 47mmol) <Dmt* T V > (5ml) 
D'J K ( 0 . 030ml, 0. 35mmol) 4rflSTft, MiS^ 3 B ffitft' 

>=90: 10-80:20) -?*»iS-rS£ tK X *K N- |4- [5- 
i~;v) -3 - (h'^Wn^f^) - 1 H- V—fr- 1 - W ^] 
;r/7 5 K (9 2mg, 7 7%) LT#£ 0 
MS : 3 7 4 [M+H] + , AP C I (MeOH) 
[0 13 6] 
§H»J 1 0 

[0 13 71 
[^3] 



i h— fcf y y— 

nLtz 0 KBWi 

(4 _^^;l/-7 

;v} yn 









1 0 


0 \=/ F h 
H3C 


MS: 425 [M+H] \ 
APCI (MeOH) 



[0 13 8] 

mmmi 1 



H 2 N0 2 S 



Boc 




(Boc) 2 0 




CF 3 



Me'" Me' 

4 - [5 - (4-^f;V7x-;v) -3- (h'J7^*n^f^) - 1 H - t?7 V*-;v 

- 1 -^f;i/] 'O-tf ^^*'/75 K (6 . 9 3 g, 18. 2 mm o 1 ) <7>v^ncM ? 
> (70ml) ^W?/' v> (0. 2 2 g, 1 . 8 2mmo 1 ) t 

hiJxfjV7r/' (3. 8 0ml, 27. 3mmol) *iStJix./c|, y-tert 

h (4. 7 6 g, 2 1. 8fflmol) O^nn^^V (70ml 

tBSE# 2004-3105349 



#H 2004-194172 



^-v?: 56/ 



;v=4 : 1^3 : l) "TMM&U tert -rf^ ( 14- [5- U-**-*?*-- 

_ 3 _ ( n; 7;v^-n^f-;v) - 1 H- tT9 1 ->fA>] 

;V) %tU/1*-\> (7. 6 4g, 8 7%) t»*fcLTHfc. 
MS I 4 9 9 [M + NH4 ] + , APC I (1 0mM-AcONH 4 /Me OH) 
[0 13 9] 

mmmi 2 

[0 14 0] 
[^4] 









1 2 




MS: 524/526 [M+NH4] 4 . 
APC I <10mM-AcONH 4 /MeOH) 



[0141] 

1 3 




tert-W ( 14- [5- -3- (h'j7^*n^f 

_ x h-h°9 l -4 jv] #;w^-h (6 6lmg 

1 3 7mmo 1 ) <0^^WM75 K (3ml) ^Sft* USA (9 4 9 

mg, 6. 87mmol) yn^ftert-W (321mg 

, 1. 6 5mmol) 5HiH$L/; 0 RM^^l^f^ «if ^"C 

s SiS^y'J xyjvjjy&fu-^hryy J - {^*V> \m&^*= 12:1) T*ffl 
«U t e r t--7*fr N— (t e r t - 7* h * '>* JUtf-flO -N- ( j4- [5- 
(4-^f^7x-;v) -3- (HJ7Wn^fM - 

7i^;H ^.;V*-;v) ^'Jv^-f (44 1 m g, 54%) t»*i:Ltftfc. 
MS : 6 1 3 [M + NH 4 ] + , APC I (1 OmM-Ac ONH 4 /Me OH) 
[0 14 2] 
»J14~21 

»w 1 3 £ mmzRfc - t&m-t&z t k x ij „ £iTw«*#)t„ 

[0 14 3] 

tUiiE# 2004-3105349 



mm 2004-194172 



^-v: 57/ 





*t&3 




1 4 


0 p 


MS : 579 [tl+H] \ 

APCI (1 0mM-Ac0NH 4 /Me0H) 


1 5 




MS : 560 EM+NH4) *, 
APCI (10mM-AcONH 4 /MeOH) 


1 6 




MS : 506 [M+H] *, 

APCI <10mM-AcONH 4 /MeOH) 


1 7 




MS : 509 [M+HJ \ 

APCI <10mM-AcONH 4 /MeOH) 


1 8 


3 ch" j r ii / CH 3 


MS : 574 [M+NH4] \ 
APCI (10mM-AcONH 4 /MeOH) 



[0 14 4] 



ffi!E# 2004-3105349 



&ES 2004-194172 



58/ 



1*6] 



nnw 






1 9 


H 3 C^CH 3 ^^]^ 0 


Wo . 4/4 Lm + Nn4J t 

APCI (10mM-AcONH 4 /MeOH) 


2 0 




UC . AQC\ I"*!-*- Mi-Mi + 

APCI (10mM-AcONH 4 /MeOH) 


Z 1 


" 3 C CH 3 CH 3 T— J 


M<5 * 446 TM+MH41 * 
mo . *r*tu t"*~i*n*Tj 1 

APCI <10mM-AcONH 4 /WeOH) 



Boc 



[0 14 5] 

mmm 2 2 

o 




Me 

tert-W ( |4 - [5 - (4 - 
- 1 H-tf9V-;v- l 7^- 

, 0. 42mmol) ©THF (3ml) 
, 0 . 50mmol), 2 - ( 2 - t? 'J 5 5> 
mmo 1) SrMja-CUDx.^^ 'J^)UTV 
mo 1) *M-et$>o< I) *TF LTiDx-fco 

5 0:5 0) -eiSU t e r t -7+* 
- (MJ?;i/tn^f;v) -lH-t°7V- 

MS : 6 0 4 [M + H] + , APCI (Me 



^fji/7x-;i/) - 3- (b'J7A'ta>f 
;v| *;v*^;v) #;w-?.*-h (2 0 0mg 
c N h'j7x-;l/*^7'f ^ (13 lmg 
;vt^ri/) (7 0mg, 0. 5 0 

y*;V**^'>7-h (87mg, 0. 50m 

-r - (^^r-9- y : sfc&x^;i/= 9 0: io^ 
( 14- [5- (4-^f^7x-;i/) -3 
JU— 1—4 fr] 7 z-=-M [2 
*;W^-h (I28mg, 51%) 



OH) 



miE# 2004-3105349 



mm 2004-194172 



^—•5^: 59/ 



[0 14 6] 

mmm 23-27 

[0 14 7] 
[3S7] 









2 3 


HC <?v V ^ F 


MS : 661 [M+Na3 \ 
ESI (MeOH) 


2 4 


^ 0 


MS : 647 [M+Na] \ 
ESI (MeOH) 


2 5 




MS : 557 [M+NH4] \ 
APCI (10mM-AcONH*/MeOH) 


2 6 


Or or" 


MS : 537 [M+H] \ 

APCI (10mM-AoONH 4 /MeOH) 


2 7 




MS : 520 [M+H] \ 

APCI (1 0roM-Ac0NH 4 /He0H) 



[0 14 8] 



ffiSE# 2004-3105349 
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^-y: 60/ 



[*8] 





mm* 




2 8 


-X^v.. ,/v >^N. 

0 J 


MS : 498 [M+H] \ 
APCI 



Boc. 



u 




f V 




[0 14 9] 

HifeM 2 9 

o 

j 

Me' 

t e r t --f*f-fr ( 14 - [5 - ^7x-;v) - 3- ( H; 7 ;v * n ^ -f- 

;v) - 1 H- fcf9 1 ;v] 7x-;v) *;v*-;i/) [2- (tf' ; 5 2 - 

-f h (I5 0mg, 0. 2 5mmol) th'J7^tnft 

m (3mi) k»»u ma^2ift*#Lfe^ iwn*w*»wftv>«o nwt^^iAm 

7-f - (^■*-9-> : ifcm^;v= 8 o : 2 o^o : i o o) -effl^L. 4 - [5 - (4 - 
ju=.)V) -3- (h'j7;vtn^f;v) - l H- t?7 l --T;w] — N — 

[2- (fc?V 5^^-2->f ;V*^v) ^^■if>^;V*>T 5 K (3 1mg, 2 

5%) 

MS : 5 0 4 [M+H] + , APCI (Me OH) 
[0 15 0] 

m.mm s o ~ 4 2 

[0151] 



miE3#2 004-3105349 



#M 2004-194172 



<*-V : 61/ 



i mmm 






3 0 


o. 0 

H 3 C H ^^OYF 
H3C 


MS : 440 [M+H] + . 
APCI (MeOH) 


3 1 


H ^=5=5/ \___/F 

H3G 


MS : 439 [M+H] + . 
APCI (MeOH) 


3 2 


0 

HCI iT^J 5 ^' 


MS : 398 [M+H] \ 
APCI 



[0 15 2] 



miE# 2004-3105349 



#M 2 0 0 4- 1 9 4 1 7 2 1-5? : 62/ 



imi 0] 




[0 15 3] 



ffiiE# 2004-3105349 
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^->? : 63/ 



[Sill 









3 7 


v 1 




0 


PH 3 


MS : 420 [M+H] + . 

in/11 /ti^AiJN ! 

APCI (MeOH) 


3 8 


c 


°wP 


1 


PH3 


MS : 406 [m + HJ . 
APCI (MeOH) 


3 9 


H 


1 

o 
o 




MS : 409 [M+H] , 
APCI (MeOH) 


4 O 


H0^ 


0 0 
H ( 




P»3 


Ih«5 ► OfO Lilian J t 

APCI (MeOH) 



[0 15 4] 



mm*&2 004-3105349 



mm 2004-194172 



I 64/ 



1*12] 









4 1 


0 P 

CH 3 


MS : 357 [M-H] 
ESI (MeOH) 


4 2 


H C H J> 


MS : 371 [M-H] 
ESI (MeOH) 



Boc. 



[0 15 5] 

4 3 




Me 2 N 



Boc 



Me 2 N 




O 



Me 2 N 




Me 

t e r t-7*f-& ( U- [5- (4- 
;V) -lH-^7'/-^-l-^] 7x^ 
, 0. 2 7mmo 1 ) &&TfV**)\/T\ J 
0 mm o 1 ) *IV^T, %Wm 1 3 t Hfllfc 
2- (•^fil'T^) ( 14- [ 

;vta^f;v) - 1 H- 1?9 1 

m $ * ma % w tK k & v > -c it m ^ * *> t? w w 

: 5 0 : 1 ) "CIMfiLfc 



^^;k-7^^.;v) - 3- (PJ7;v^n^f 
;v| #;w^-h (I3 0mg 

xf;i/^nVKfiSl (5 8nmg, 0. 4 
KJSfcffv^ tert-Zf^ [ 

5- (4-^f;V7x-;v) - 3- (hV7 
;v] 7.x.— ;v| -*;v* — ;u) #;w*;tf — h£ 
V>T^y&0I}2 8 fclTOKRj££?To/S^ R 

mm-r^m^mMLxN- [2- 

ffilE# 2004-3105349 



#JH 2004-194172 



65/ 



^f-;vr?/) -4- [5- -3- (M> 7;v*n^7- 

;V ) -iH-f^y-^-l-'f^] ^V^V^^^'/T? Ml (98mg, 74% 
) £iMfci: L.r#/co 

MS : 4 5 3 [M+NH 4 ] + , APCI (1 OmM-A cONHi/MeOH) 
[0 15 6] 
MUM 4 4 
(1) 



CIS0 3 H 





5 - (4_^f;V7x-;V) - l-7x;jK3- ( > 'J 7il/tD^fJV) -lH-tf 
(0. 9 9 g, 3. 3mmo 1 ) <D?uu*)VA> (5. 0ml) Ml^oci 
m (4. 3 6ml, 6 5. 5mmol) £^z&-?#D;i, 2 4 BtlTO^L/Co a£$t£zM:: 
;nD*;uaillUo WTO^TMfcL*:^ Ilt/co *^*7A 

^nvi<^77^ : wm^^= ioo : 0^80 : 20) -c»su 2 - 

^^.^-S- tl _ 7:n 3 _ (h 1; ^;v^n^^;v) -lH-t: , 7 , /-^-5-'f 
;v] ^>4r>*;v*-;V^n >j F (1. 1 7 g, 8 9%) LX'&tz 0 
MS: 401/403 [M+H] + , APCI (Me OH) 
[0 15 7] 
(2) 



Me 




NH 3 



Me 




CF 3 



S0 2 NH 2 

so 2 ci 

2-j^ } i,-5- [l-7x-^-3- (l«'j7;VtD^f^) — 1 H — tf 7 V— — 
5->f^] ^^•e , /XA'*-^niJK (lOOmg, 0. 2 5mmo 1) ©THF (5 
.0ml) aSFtftK^MfrT, 3 0%7>^-77j<. (2ml) Z1mz-tz 0 IH^-e 4 WmmW L 

o : l o^o : ioo) tiSL, 2 5- [1-7x^-3- (>V7jv^ 

n-;>«f-;v) _ j H _ 5 ;v] ^y-lf >-^;V^ 5 K (8 6. Omg, 9 

0%) ^*tL«„ 

MS : 3 8 2 [M + H] + , APCI (Me OH) 
[0 15 8] 
5 

1 <7Mt-8-#£IIWJ4 4 (l) isiV (2) tlwi^tc^jS • jatlt^^ iK<£ *9 
[0 15 9] 



mSE# 2004-3105349 
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: 66/ 



1*13] 



mmm 




mm® 


4 5 


H 3 Q 

^ 0=^S— NH 2 
0 


m : 396 [M+H] + , 
APCI (MeOH) 



[0 16 0] 

mmm 4 6 

HHM 4 4(1) <Dik&m*' 

[0 16 1] 
K14] 



4 (2) fciTOKiRjfc • ita-taifcm: ^ m 







mmm 


4 6 


«° o' jj 


MS : 426 [M+H] *. 
ESI 




UAIH4 



HO I 



N 

'is. 




CF 3 



Me'' Me' 

7 Jtfi>ffc7 ;^-^A'Jf^A (53. 2mg, 1. 4 mm o 1) <DTHF (3ml) M 
mm' 5- [5- (4-^f;V7x-;v) - 3- (b'J7^*n>f^) -lH-tf^V 
_ ; v -i->f;v]-i, 2 -^vxw vf-rv-;v- 3 (2H) -t> 1, 
*->K (16 0mg, 0. 4mmol) *- 7 8 tJ-ClBIx., ii&lf#fiL, 4B#H«# 

miE# 2004-3105349 



mm 2004-194172 



^-v : 67/ 



: 30-^5 0 : 5 0) TJfiMttU 2 - (fc Kn4f->^^) -4- [5 - (4 -^f;V7 
flO - 3- (hV77i/tn^f^) — i h — tf 7 V— ;i> — l — -i' ;v] ^o-tf^^A/* 
>7 5K (7 7mg, 4 7%) LT#£ 0 
MS : 4 1 2 [M+H] + , APC I (Me OH) 
[0 16 3] 



4 8 
O 

H0 2 C-VS' 

ho 




1)(COCI) 2 



2)NHMe 2 



Me 2 NOC-N N -S' 




N- ( |4 - [5- (4-^f;i/7i-;v) -3- (b'J7;vtn>f;v) -lH-k' 
7/-^ -1-W;V] 7x-n/| *;i/*^;i/) (6 0mg, 0. 14mmol 

) ^nn^r/ (2ml) litCSfkWJ^ (2 3mg, 0. 1 8 mm o 1 ) 
^i^fWAT? KiatSrJnx., 3^W^#Ufc 0 U AflE$- 

THF (2ml) KmmLtz^ *#T\ 5 0%^W5>*»» (2ml) 
•x?-/l/ (2ml) fc«#L&tf*e>flnx.;fco Riffle 2 B$|im& Lfc&, ft»xf-^/*(:ft 

7A^nv)>777^- (^^ : ff=®tx^;v= 80 I 2 0-0 : 100) -CffiiSlU 
N, N-y^^;v-2- ( |4 - [5- (4->f^7x^;i/) -3- (b'J7Wn^ 
f-;v) - l H- 1?9 v*-;v- l ->f ;v] -7ji-;v( ^;v^-;i/) t^^F (5 5mg, 

8 6%) zmfat vxmzo 

MS : 4 6 7 [M+H] + , AP C I (Me OH) 
[0 16 4] 
$mMA 9 

mmm 4 <Dit&&*nifcm 4 8 1 • #ls-t & £ t k i «9 , jeiTo^^ 

[0 16 5] 
5] 









4 9 


0 

H 3 C 


MS : 404 [M+H] \ 
APCI (MeOH) 



[0 16 6] 

m&M 5 0-57 

mmmA 8 tmm^Rm 

[0 16 7] 



(±1IE#2 004-3105349 
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[mi 6] 









5 0 


HO p F 
H 3 C 


HS : 404 [M+H] \ 
APCI (MeOH) 


5 1 


H 3 C 


MS : 390 [M+H] *. 
APCI (MeOH) 


5 2 


H>C 


MS : 346 [M+H] \ 
APCI (MeOH) 


5 3 


" N , 

H 3 C ^ 


MS : 418 [M+H] \ 
ESI 



[0 16 8] 



mw£$&2 004-3105349 



mm 2004-194172 



■^-57 I 69/ 




[0 16 9] 

mmms 8 




N- (2->f;l/T5;if;V) -4- [5- (4-^f;V7i-;V) -3- (h'j7 
- l H-tf? V*— )V~ i — 4 '•o-tf > 7 5 K (5 2. 0 m g 

, 0. 1 2mmo 1) CO fcf V v > (2ml) ^»:^nn»f;V (1 6mg, 0. 1 
4mmo 1) £#nx.-H&*i#U*o M^ffijlllL, M*v"J*m7A^n7 
h^9 7^r - (^^r-9-v : Itm^^v = 8 o : 2 o-^o : l 0 0) -cffiS^LT, 

ffifE# 2004-3105349 
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1—5?: 70/ 



|2- [ ( |4- [5- (4-^f-;l/7ac-;u) -3- (FV7Wn>f 
^) - 1 H-tf-7 1 ->f ;v] 7xz^| *;v*.=.;v) r^y] 

(50. 4m g, 86%) £@#£: LT?#fc 0 
MS : 4 9 7 [M + H] + , APC I (Me OH) 
[0 17 0] 
*I^5 9 



Boc 




MeO. 



MeOCOCI 




tert-W [2- (tert-y^->AW^7?;) xfjv] ( |4 — 
[5- (4-^^71-*) - 3- (F'J7;Vtn>f;i/) - 1 H- tf 9 V— ;V- 1 - 
*)\,*=.)\,) %M*-h (8 7. 8mg, 0. 14mmol) £fflv^ 

n»f;Ml6m g> 0. 14mmol) £ffiv>THifefa| 5 8 t RMfcfcRJfcfcfx o 

Btx*-*=8 0:2 0-0:1 0 0) ttlLT^f^ |2- [ ( |4- [5 - (4- 
^f*7x-^) -3- (f'J7Wn^f^) -iH-t'7 v*-;v- l - ;v] 7^^. 
;v| 7>;i/^-;v) 75y] (3 3. 5mg, 5 0%) ^@ftU 

MS : 4 8 3 [M+H] + , APC I (Me OH) 
[0 17 1] 
6 0 

(1) 

O 



H 2 N02S 



H,N' 



HO" ^ TfO^ 7 

T;^=f>#H^T, 4- [5-tKn^y-3- (HJ7Wn^f;v) _ 1H _tf 9 
^y-t*^;^>7$ K (23. 6g, 76. 7mmol), 2, 6 
-^-tert-7*f;v-4-^f;HfVv'V (2 4. 6 g> 119. 9mmol)^7 
?uu**y (750ml) JRfliiftfc:, |*h'J7;Vto>^^W^ (15. 5m 
1, 9 2. lmmol) 2 0 ttilTUo 0t;£#MfiU ra»T3 0fl-«#Lrt:& 

i2 0 0m 1 it^ffi»L^o »^MLf;t, ^nn^v^| U 1- [ 
4- (7^XW^;v) -3- (f^Wn^f^) - 1 h - fc° 7 V- ;v 

-5--01/ f'j7;l/tn^^^;^^-h (23. 6g, 7 0%) LX%tz 

o 

: 1 1 4 - 1 1 5 r 
[0 17 2] 

(2) 



mSE#2 004-3105349 
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71/ 




H 2 N0 2 S x ^yV 8 ^ 2 

xx w 



1- [4- (7^^M-^) 7x^;v] -3- (HJ7;i/tn^f;v) _ 1H _t>° 
7y-;V-5-^;i/ hV7;V*n>n^;v*^-F (2 2 0mg, 0. 5 0mmol 
K 1, 4 — ?>Vi;^^-9-^- 6 _^n>^ (I08mg, 0. 6 0mmol)^| 
*'J7A (3 4 6mg, 2. 5 0mmo 1) Jsi^nna (f'J7i-WX7^ 
>) ^7^^A (7 Omg, 0. 1 Ommo 1)4:1, 4-v>*:*3r^> (3ml) XMM 

:ft»i^^= 9 0 11 0 — 2 5:7 5) ^i^Jt^^^HPLCtiSU 4- [5 
- (2, 3-ytKn-i, 4-^>y^^-^^>-6--f;W -3 - (h>Jy)V*u* 
+ - 1 H-bT^y-^- 1 --f;v] ^-tfV^t^VTS K (10 3mg, 4 8%) 

MS : 4 2 6 [M+H] + , APCI (MeOH) 
[0 17 3] 



mmm6 1 
(1) 



NH HCI 
HN 2 




S0 2 NH 2 H 2 N0 2 S^^ 

l, 3-7* h>y*;W-K*~>V- > (1°. 8g, 7 9." Ommol) fc 
4^W>75K7x-^K7y>g|tl(17. 6 g, 7 9. 0 mm o 1 ) * 1 

0 ox:x-2mmmmmwL?z 0 f&fnmwTkfcflo^TTHF-gm^?-^ 

"CtfclfrLfco 1 0%mm?rinx.> pH*4tU T H F -Bflfcx.*-*-? 2 Uttffi L 

x-?-)\'*mz.xm¥Ltz'ik, nbtitzmfazmML-c, n - [4- (r§/^ 

;!/*-;]/) 7x-;i/] - 5- ^-^V-4, 5 - v t Kn - l H- bf 9 3 -W 

W-h (12. 8 5g, 5 2%) tlflttUUfca 
MS : 3 1 2 [M+H] + , APCI (MeOH) 
[0 17 4] 

(2) »6 0 (1) t n$kKBU& • &kWt& £ i «fc 19 , £lT©Mt*#/;o 
[0175] 



mtE#2 004-3105349 
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[*1 8] 







@&3 


6 1 (p^ 


.0-CH3 

V 

0^ 


NMR(CDCI3) : 3 75 (2H. S), 
3.76 (3H. S). 4.91 (2H. S). 
6.43 (1H. S), 7.76 (2H. d. 
J = 9.0 Hz), 8.06 (2H. d. J 
= 9.0 Hz) 



[0176] 

(3) »J6 0 (2) tmmKRfc • Mt^i t K X *K MTWM^i^o 
[0 17 7] 
[$19] 





4§&a 




6 1(3) 


°0^NH 2 


MS : 386 [M+H] \ 
APCI (MeOH) 



[0 17 8] 

2 

(D^»j6i (i) t mm^KB ■ #m-r&z.££.z &T«Mt 

[0 17 9] 
[Sc2 0] 







H»3| 


6 2(1) 


HO 0 3 


MS : 233[M+H]\ 
APCI (MeOH) 



[0 18 0] 

(2)§*d&M60 (1) tmmzmm • ttt^:i:ia «3> IT©Mt?:f/;. 
[0181] 
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73/ 



[«2 1] 









62(2) 




MS : 365[M+H] + , 

APCI (10mM-AcONH 4 /MeOH) 



[0182] 

(3) »J6 0 (2) tratltclRJB • #LS1-&££Ki: 1), J^TOMt^tl^o 
[0 18 3] 
[^2 2] 









6 2(3) 


CI 


MS : 333/335 [M+H] + . 
APCI (MeOH) 


[0 18 4] 

(4) ±m (3) ^nhfttzft&wzTmiki-hv v&tigmzxQmm-rz 

[0 18 5] 
[S2 3] 








6 2(4) 


O 0 

CI 


MS : 317/319[M-Na]". 
ESI 



[0 18 6] 

6 3-67 

[0 18 7] 



mSE# 2004-3105349 
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: 74/ 



[^2 4] 









6 3 


N 
H 


MS : 407 [H+H] \ 
APCI (»eOH) 


6 4 




MS : 416/418 [M+H] + . 
APCI (MeOH) 



[0 18 8] 



ffifE# 2004-3105349 



mm 2004-194172 



^-v* : 75/ 



im2 5] 



mmm 






6 5 


H 3 C-N x 
CH 3 


MS : 412 [M+H] \ 
APCI (MeOH) 


6 6 


H 3 C 


MS : 410 [M+H3 + . 
APCI (MeOH) 



[0 18 9] 

mmm 6 7 

(i) nmm6 2 (3) tmmzKB'tsmir zztizxy), \>xr<nit&m*ntz 0 

[0 19 0] 
[*2 6] 



silt 08 






6 7(1) 


CUy, 

\=/ ^ CH 3 

H,C— s 


MS : 371 [M+H] \ 
APCI (MeOH) 



[0191] 

(2) mmm e 2 (4) t • mm-?* it^i^ £it^**#^o 

[0 19 2] 



tBIE# 2004-3105349 
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^-v: 76/ 



m2 7] 



nmw 






fs *7 { o \ 




MS • 355 CH-Nal ". 






ESI (MeOH) 










HjC--s 

o o 





[0 19 3] 

mmw6 8 




NaBhfeCN 




H H 

4- [5- (1 H->f > K-/u- 5->f;v) -3- (h'J7JVtn^f;i/) -lH-n" 
77-;V-l-^JV] ^O^VXW^T? K (3 0 0mg, 0. 7 4mmo 1) ©II 
(4ml) mWLiZ, 7k.mt*sT S-fr^m-f )» U * A (l 8 6mg, 2. 95mmol) £ 

JE^SSL^o ^^'>V*^*7A^D7 f^77^- (^^r^> '. Rs9tx*-/l/ = 8 0 
: 2 0^2 5:7 5) -eWSiL, 4- [5- (2, 3-yt Kn- 1 H-'f > K-*- 5 
-4 A/) - 3- (b'J7**n^f*) — 1 H — t: v V- ;l/ - 1 - -Ou] tXi'.aA'* 
>7U' (I5 5mg, 5 1%) t»*tU»fc. 
MS : 4 0 9 [M+H] + , A P C I (MeOH) 
[0 19 4] 





HCHO/NaBH 3 CN 



H Me 

tIc^Ts 4- [5- (2, 3-vth'D-lH-^yK-;v-5-^fJV) - 3- ( b V 
7)V*u*?-)V) - 1 H-tT7V-;V- 1 -'OKI ^><>^^*>75 K (10 2mg 
,0.2 5mmo 1 ) ©^ 9 J -fr (3ml) JfcSMtS'T ^ * h'J^A ( 

3 2mg, 0. 5 0mmol) SrJnx.*:^ 1 %*BMt*«tT? p H £ 4 fc U 
tJc» (3 0%, 1ml) fciraicfco RJ6**M"C— «ffi$ft*SLfco ^ 

ffi'8E4# 2004-3105349 



#M 2004-194172 



^•-V : 77/ 



^**yy : Ifc^f-;i/= 9 o : l 0^2 5:75) tfflSL, n-^^-;v-4- [5- ( 
l-^;v-2, 3 -yt Kn- 1 H->f > K-;v- 5 -4 )V) -3- ( M; "7 ;u * u p< 
- 1 H- tr^V-^- 1 ^>€>^^/*>75 K (98mg, 9 0%) * 

MS : 4 3 7 [M+H] + , APCI (MeOH) 
[0 19 5] 
HJfctf!) 7 0 



H 2 N02S 



_J C0 2 Me 




H 2 NQ 2 S 



NaOH 



_f CQ 2 H 




p»f-^ [l- [4- (t< /^;i/*-;v) -7oi^;v] - 5- (4->f;v7x-^) 
- 1 H — tf 9 V— 3 -^f;w] 7-trf - h (3. 3 0 g, 8. 56mmol) 

(3 3m 1 ) *»K 2 N*Kftt h 'J f (12. 8ml, 25. 6ml)* 

£n;u 3 oMiiiL^o sisac*^^ m&mffiL, i o%^m-^^^^*in 

o »*K^-9->«rlinitT«#Lfe|fe, iffSll, [1- [4- (75^M^) 
7x-;v] -5- (4->f^7i^) - l H-^?/-*- 3 ->f ;v] ifcm (2. 8 

g, 8 7%) LT#fc 0 
MS : 3 8 6 [M + H] + , APCI (MeOH) 
[0 19 61 

mmm 7 1 

nmm 7 ot mmKKfc • ^s-r* - £ k * *k £ht©m^#/:o 

[0 19 7] 
[*2 8] 



mmm 






7 1 


"top** 

H 3 C 


MS : 356 [M-H] 
ESI (MeOH) 



[0 19 8] 

mmm 7 2 

H 2 NO z S 




NH, 



H 2 N0 2 S 



(CF 3 CO) 2 0 




[4- (7 5y^;^-^) -5- (4-^f;v7x^ 

2004-3105349 



mm 2004-194172 



^-v>: 78/ 



;V) - 1 H-lf 7 lA-JV- 3 ;v] ? K ( 1 2 6 m g , 0. 34 mm o 1) ^ i 

VWpy (1 0 8mg, 1. 3 6mmo 1) ©^do*;vA (4ml) lit 
'J7;v*nSli (I4 3mg, 0. 6 8 mm o 1 ) ^STL/:f> M*&T— M^L/Co 

Kj&m~ i o%7Km-fb^- h »; v &frmwL*mz-tz^ 3 o?>mi#u wm^*/** 

jjj&fu^yyyy j - (^Dn*;vA : > *y-;v=3 0:1 — 20:1) -*?ffi£L 
, 4- [3- (y/y^f^) -5- (4 — 1 H — tf 7 V— 1 — 
-f;v] ^^-tf >^;v*>T5 K (2 0mg, 17%) »fcU#/:o 
MS : 3 5 1 [M-H] " , ESI (Me OH) 



[0 19 9] 

%MW 7 3 

H 2 N0 2 S^/^ K , H 2 N0 2 S^"fc N 

LiAIH 4 W^N- 




C0 2 Me 




1- [4- (75 J X)V* — )V) 7i-^] -5- (4-^f^7x^) - 
lH-t°7V-JV-3-*JV^yV-f (5 5. 7 g, 0. 1 5 m 0 1 ) <7>T H F ( 1 
. 5'J?f;V) ^^Mja-CTlc^kT^^-'i'A'J^^^ (8. 54g, 0. 23mol 

) *$mKfr\ j rxmk.tz'<k, 2\%m-hmmffi>viz 0 Kmmtimik, io%»i5>o< 

19 ttnx.^o MWfe, mfcx-^fr (5 0 0ml) ££0^ (5 0 0ml) £2JPx.. £-?£L 

\z* 9 ; ~)v-y^fr^-Tfls-^*^y*Mkxmw\^tz'&, #?>^ B B ^ttL 

/Co ^^vjn-x^iSJit^N^^&^L tCi »J 4 - [3- (KKn 

*->^ji0 -5 - (4-^f;v7i-;v) - 1 H-tf^V-;v- 1 ;v] ^>-fcf^* 
**>75K (4 2. 8 g, 8 3 %) ^g B B H t Lt#/; 0 : 1 7 3 - 1 7 4 t 
MS : 3 4 4 [M+H] + , APCI (Me OH) 
[0 2 0 0] 

%mm 7 4 

HzNOzS^^ KI H 2 N0 2 S 

SOCU 







H 2 N0 2 S 




4- [3- (Kh'n^f^) - 5- (4-^f>7i-^) - 1 H-lf 9 V-;V- 
1 ->f ;v] >^;^>75 K (1 . 03 g, 3. 00 mm o 1) ©THF (20m 

1) fcifcfciaMfc*-*--*' (0. 33ml, 4. 52mmol) SriDx/c^ 1 PfPalJDfl&jt 
^L/co R(B**rJfraiU 3*EE*i»Lfc|fe, B58E£'> i ; A^*7A^nv F^77^- 
(^nn*;i/A:^^;-;v=5 0 : 1) t**»»U 4 - [3 - (^nn^fjv) - 5 - 
(4-^f;V7x-iV) — 1 H — tf 7 V— /!/ — 1 — 4 ■H'] "<'/H!>^^*>7 5 K (2 4 
2mg, 38%) ££0*4- [3- [ (4-^nn7b#y) ^ -5- (4-^ 

mtE#2 004-3105349 
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^--J : 79/ 



*7i-^) - 1 H- t?7V-;V- 1 ->f>U] -^V-lfy^^^VT^ K (4 5 7mg, 6 
0%) tf^WJ:LT|#/;„ 
4- [3- (^nn^;t/) -5- (4 f;V7 jc-;v) - l H - tf9 *S-Jl>- 1 - 

MS : 362/364 [M + H] + , APCI (MeOH) 
4- [3- [ >*f-;v] -5- (4 -* jc-;v) - 1 H- 

MS: 434/436 [M + H] + , APCI (MeOH) 
[0 2 0 1] 
5 

H 2 N0 2 S-^ll M H 2 N0 2 S^* 

BnOH WAf 





4- [3- (^nn^^;i/) -5- (4-^f;i'7x-;i') - 1 H- tf 7 1 - 
^f;v] ^^V^^^^T? K (9 0mg, 0. 2 5mmol) tfyVfrTJUa-* ( 
81mg, 0. 75mmol) COT H F (3ml) »«t-*Sf<k^ h U •> A (6 0%, 3 
Omg, 0. 7 5mmo 1) £2JDx.fc^ — lftira!»»«£Lrt:«, KtS**^*^ 1 0 

mLtZo Sl^y'J *VJUijy A^nv h ^7-f - ■**•>' : ff=®^^;u= 3 : 2 — 
1 : 1) t?#«i-*i fcJCJ: >K 4- [3- [ (^v»t^fy) ^ -5- (4- 
pt^;i/-7i-;i/) -lH-t"7 V- 1 - ^ ;v] ^>4fv^;i/*^T5 K (37mg, 
3 3%) LT#7b 0 

MS I 4 4 8 [M+H] + , APCI (MeOH) 
[0 2 0 2] 
HJftffll 7 6 

hji^j 7 5 1 w\wlkrib ■ mm-tz zt^xv)^ vxT<Dik&m*mz 0 

[0 2 0 3] 
[«2 9] 









7 6 




MS : 402 [M+H] + , 




APCI (MeOH) 










H 3 C 





[0 2 0 4] 



H 2 N0 2 S 




COOH 



H 2 N^v Br 
HBr 



H 2 N02S 




ttSSE4# 2004-3105349 



if#H 2004-194172 



v : 80/ 



1- [4- (T^yj^;V*-;V) 7i-JV] -5- (4-^f*7x^) — l H — tf 
5 % /-^-3-*W>i (3 5 7mg, 1. Oomol) , 2 -^n^oi^;UT 5 >M 
II (2 8 7mg, 1. 40mmol) , N-tKn^-W/f'JT'/-^ (2 0 3m 
g, 1 . 5 0 mm o 1 ) , b 'J xf;V7 5 V (0. 42ml, 3. 0 Ommo 1 ) & Xt? 
l_j^;V_3_ ( 3 > -y^^;VT5 7"/ntf;v) *;V^;FII£ (2 8 8mg 
, 1. 50mmol) ODMF (5ml) Lfc 0 fcftlx. 

JSSEfc^'J *W7A^nv h - (^dd*ji/a : ^ ^ y -;i/= 5 0 : 1 — 3 

0 : 1) IJ, 4 - [3- (4, 5-ytKn-l, 3 

- 2 - >f -5- (4 -^f^7x-^) -1H-H7 v- >u- 1 - -f /u] ^>-*£>.* 

(I7 0mg, 4 5%) tt#fc„ 
MS : 3 8 3 [M+H] + , APCI (MeOH) 
[0 2 0 5] 
&Jfcffll 7 8 

H 2 N0 2 S^^a H 2 N0 2 S 

* " MnO, * \~ ^-CHO 





4- [3- (HKn^y^f;l/) -5- (4->f^7x-» - 1 H - fc?9 
1 --f ;v] ^^V^fl/*^75 K (7. Og, 0. 0 2 0mol) t ~ > if > ( 

3 5g, 0. lOmo 1) OTHF (14 0ml) Iit^l«iIIL^o RSI 

fco TO^v ? -^f-^^--T-;v-e^*'fbL> 4- [3-*;w5;v-5- (4-^f;V7x- 
;v) -lH-t - 7 V- ;v — 1 — 'T ;v] ^>--tf>;*.;i/*>7 5 K (4. 8g, 6 8%) 

MS : 3 4 2 [M+H] + , APCI (MeOH) 
[0 2 0 6] 
Hffi^7 9 

H 2 N0 2 SV^\ N ' o H 2 NO z S 

CHO V oEt 





4- [ 3 - * ;v 5 ;v - 5 - (4->f;i'7x^;u) — l H — tf 7 V— jv— 1 —4 fr] 
^€>XW>7 5 K (3 4 1 mg, 1. 0 Ommo 1 ) OTHF (4ml) MKv^ 
(->77^f;v) ^^7;i-t-h (0. 16ml, 1. 2mmo 1) ^J:WJ7A 
tert-7f + *>K (13 5mg, 1. 2mmol) llf-Wlfco K 

-;v= 5 0 : 1 — 3 0 : l) T?ttSU 4 - [3 - [ (E) - 2 -y7; - 5 - 

(4-^^;W7^-;W — 1 H — t° 9 V— ^ — 1 ^V^*>7M>7? K (3 1 

6mg, 8 7%) tft*tLT#ft, 

MS : 3 6 5 [M+H] + , APCI (MeOH) 
[0 2 0 7] 
^M^KI 8 0 8 1 

[0 2 0 8] 

ffliE# 2 004-3105349 



#JM 2004-194172 



81/ 



[ft 3 0] 





fit & it 




8 0 


o 

H 3 C 


MS : 354 [M+H] + . 
APCI (MeOH) 


8 1 


H 3 C 


MS : 340 [M+H] + . 
APCI (MeOH) 



H2N02S 




H 2 / Pd-C : 




4- [3- [ (e) - 2 -~>ry -5- (4 -*t-ji>7 -iH-b'7 

l --f;V] ^^-tf ^H>7? K (2 5 Omg, 0. 6 9mmol) t5%/< 
7y^RI (5 0 Omg) c7)^*y-;i/ (8ml) !1 IB ^TF> Mz&KT— 

V ijYfrij ? A^nv h *f*7~7 4 - (^dd*w : ^ * y -;v= 5 0 : 1 — 3 
0 I 1) -CfflfiL, 4- [3- (2-v77xf;v) -5- (4 f;V7 - 1 

H-t'7y-;i'-l-^^] ^^-lf>^;V^>T5 K (1 6 9mg, 7 9%) L 

MS I 3 6 7 [M+H] + , APCI (MeOH) 
[0 2 10] 

rnmm s 3 

H 2 N0 2 S^j^ _ l-feNO^ 




CHO 




NHPh 



PhNH 2 
NaBH(OAc) 3 



4- [3 ;V- 5 - (4-^f.A'7i-;l') — 1 H — tf 7 V- )V- l—j )l>~\ ^ 
>-Jf F (1 7 1 mg, 0. 50mmol) tT-'J > (0. 0 5 5ml, 

0. 6 0mmol) WTHF (4ml) #RPSjRt h V 7-fe > h 9 

*A (2 2 3mg, 1. Ommol) fcimiU —WmWLfe* Ri&iftfc&BfcteK-*- h V 9 

ffifiE# 2004-3105349 



#H 2004-194172 



: 82/ 



-;i/=5 o : i-*3 o : D t*iSU 4- [3- (r-'J/^f^) -5- (4-^^ 

^7i-;P) -lH-t*7 , /-;i'-l-^V] ^>fy^H>75K (15 7mg, 7 
5%) *i*iUftft 0 

MS : 4 1 9 [M+H] + , APC I (MeOH) 
[0211] 

mmm s a 

HaNCfeS-^ M HC| H 2 N02S 

MeONH 2 





H 2 N02S 




4- [3 JV- 5 - (4 - ^f^7x-Jl/) - 1 H-tr^y-^- 1 --f JU] ^ 
y€>^;V*>75 K (3 4 lmg, 1. Ommo 1) , 0-^f^HKD + y;l/75> 
mmm. ( l 2 5 m g , l. 5mmo 1) i5J: ZPRB-f- h'Jf A (79mg, 0. 75 mm 
o 1 ) J ~)V (3ml) *S X IF* (3ml) il^flKSr 3 ^FfflMIILf:o KJ&ift 

a:^;-^=50 : 1 — 30 : 1) Tttaiu »5fc*>4- [3 - [(E) - 
y^5 7) ^;v] - 5- (4 ;V7^~;v) — 1 H — fcf 9 1 — W ;v] ^> 
-b*>x;l/*>75 K (f7>^ ; 2 8 0mg, 7 5%) ^i»©4- [3 - [ (Z) 
- (^b^ry-f^) - 5- (4-^fJV7x-;v) - 1 H- tf?7-*- 1 - 

^f;v] ^>-lf>X;i/*:>T^ H (v* ; 9 3mg, 2 5%) 

4 - [3 - [(E) - b^y^f^) - 5 - (4-^fJV7x-;i/) - 1 

H-fc?5 V*-;t'- 1 — >f A'] -^X>^>U*>T5 K 
MS I 3 7 1 [M+H] + , APCI (MeOH) 

4- [3 - [ (Z) - (^f^y^57) ^;v] -5- (4-^^;l/7cc^;V) -1 
H — t? 9 V— ;v— 1 — -Y ;v] ^>*>^^*y75 K 
MS I 3 7 1 [M+H] + , APCI (MeOH) 

[0212] 

HSfcM 8 5 

hmm 84t raat^Ris • ztizx*), &T<Dft&m*nfz a 

[0 2 13] 



ffifiE#2 004-3105349 



#H 2004-194172 



^-V: 83/ 



U&3 1] 



mmm 






8 5 


o W^o^^oh 


MS : 357 [M+H] *, 
APCI (MeOH) 



[0 2 14] 

Xlfcfll 8 6 




UK (2 0 0mg, 0. 60mmol)£THF(3ml) K^ML- 7 StC^L/: 
o :«CS- (-) -yn'j;-;V (18 2mg, 1. 8 0mmo 1) *J)Dx.^ 
^*K^r&KMU ^-e6^F^»L^o ^m^-f-^ (8ml) fcTJPAs tK (3ml) 
, m^-cikm-k&Tk (2mi) -e^L^m. it*fL£o Sl^y'J*m7A^n7 
f^77^ - (^*-^> :l^m^-^;v=9 : 1^1 : D -eflisiu ( (2S) -l- i 
[4- (5-^^;v-3 ;W v^y-^- 4 -'f ;^) 

fn'jy>-2-^v) >*y->W (2 3 2mg, 9 7%) SrSCfrfc LT#7t 0 
MS : 3 9 9 [M+H] + , APCI (MeOH) 
[0 2 15] 

mmm s i ~ 1 o 8 

[0 2 16] 



£BfE#2 004-3105349 



#JH 2004-194172 



^-v: 84/ 



[Sc3 2] 









8 7 


0 0 

* If 


MS : 330 [M+H] \ 
APCI (MeOH) 


8 8 




MS : 359 [M+H] \ 
APCI (MeOH) 


8 9 




MS : 385 [M+H] *, 
APCI (MeOH) 


9 0 




MS : 368 [M+H] *, 
APCI (MeOH) 


9 1 


H o 

CH, o XJly^ 

a* 


UP oio f tf . ul * 

APCI (MeOH) 



[0 2 17] 



ffi!E# 2004-3105349 
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85/ 



1*3 3] 



mmm 






9 2 




HS : 397 [M+H] \ 
APCI (MeOH) 


9 3 


ch 3 o* 


MS : 371 [M+H] *. 
APCI (MeOH) 


9 4 


o* ^Ql/* 


MS : 462 [M+H] \ 
APCI (MeOH) 


9 5 


H o 

L II y CH 3 


MS : 403 [M+H] \ 
APCI (MeOH) 



[0 2 18] 



miE# 2004-3105349 



#$l 2004-194172 

Gfe3 4] 



86/ 



mmm 






9 6 


H 0 

CH 3 0 


jr 


MS : 373 [M+H] + , 
APCI (MeOH) 


9 7 


H A 

CH 3 0 ^ 




MS : 373 [M+H] \ 
APCI (MeOH) 


9 8 


Ci 

/ // 




MS : 419 [M+H] \ 
ESI 










9 9 






MS : 399 [M+H] + . 
ESI 



[0 2 19] 



miE#2 004-3105349 



#M 2004-194172 



^-v : 87/ 



[g3 5] 





ansa 




1 0 0 


J 


3H 


,0 




MS : 387 [M+H] *. 
ESI 


1 0 1 


P" CH 


MS : 387 [M+H] \ 
ESI 


1 0 2 


J 


CH 3 


3" 




MS : 385 [M+H] + . 
ESI 



[0 2 2 0] 



tBlE4$ 2004-3105349 
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88/ 



[«3 6] 



mmm 



1 0 3 




MS : 447 [M+H] + . 
ESI 



1 O 4 




MS : 421 [M+H] *, 
ESI 



1 O 5 




MS : 401 [M+H] \ 
ESI 



[0 2 2 1] 



ffi|iE# 2004-3105349 



#JH2 004-194172 



^-V : 89/ 



[?S3 7] 




[0 2 2 2] 

HJ&fll 10 9 




N- [ (1R) - 3 - 1 Kn^v- 1 f-;vyntf;p] -4- (5-^^;v-3-7 
i^WV^ftV-;V-4-^;V) ^>-tf>7^*>75 K (lOOmg, 0. 2 6mm 
o 1 ) (3ml) fc«F#U thV')A^f7-> (0. 5M^ 9 J-^m 

m, 0. 5 1ml, 0. 2 5 5 mmol) *MTjDitT 1 0*WJBPLfc^ 

- [ (1R) -3-tKn^-l-^f^n^] -4- (5->f;V-3-7x- 
;W V^r^V-;v-4 --f A*) ^.y^£>^)pyh>T< K • ± (9 6mg, 9 8 

%) fcHttfcLTWfco 

MS : 3 8 5 [M-N a] ~ , ESI (Me OH) 
[0 2 2 3] 

nnm 110-113 

mrnm 1 0 9 1 mmzRis • mm-rz tfciai)> £iT^^i^#^ 0 

tBSEiff 2004-3105349 



#M 2004-194172 



i-V. 90/ 



[0 2 2 4] 
1^3 8] 









1 1 0 


ch 3 o rj 

Na + ^ 

o 


CH, 


MS : 371 [M-Na] 
ESI(MeOH) 


1 1 1 


CH 3 0 
Na* 


Ok 


0 


MS : 371 [M-Na] 
ES! (MeOK) 


1 1 2 


Naf 




MS : 373 [M-Na+H] *. 
APCI (MeOH) 


[0 2 2 5] 

mmm i i 3 

mMM7 0 t^tCRlD • i 
[0 2 2 6] 
[l£3 9] 












1 1 3 


Us JL 

u 


Q° 


MS : 279 [M-H] 
ESI 



[0 2 2 7] 

%nm 1 1 4 



ffiIE# 2004-3105349 



#M 2004-194172 



I 91/ 




tert-^ ( 1 4 - [3- (4-/n^7x-^) -5->f;WV^tV- 
;V-4-^;V] 7i-;H #;WM-h (4 5 0mg, 1. i 4m 

mol)> M)J* (^vyj'f^T-fehi') (llOmg, 0. 12mm 

ol) , 2-^y^nA+yj^77^-2' - (N, N-v^f;V75 7) lf7i^ 
;V(90mg, 0. 2 3mmol) , th'J7At e r t-7I>^yK (2 2 0mg, 2 
. 2 9mmo 1 ) <D (1 5ml) V* f;V7 5 >(^)THFM ( 2 M, 

2. 9ml, 5. 80mmol) *W&r?tox.1t®.^ #1= L80t KWtk^X 2 0 l$|IO!t 

«JEaUBLfeo ^yV*^*7i^Dvl«^77^ - (^-^ : »K^^= 9 
5 : 5^5 0 : 5 0) tilL> 4 - |3 - [4 - (^f^75 7) 7i-JV] - 5 - 
^f-;i"f V^"9-V-;V- 4 -^f;V| -N-^f-A"^>^fV^^*>'7 5 K (15 4mg, 
4 7%) Lt#/;o 

MS : 3 7 2 [M+H] + , APC I (Me OH) 
[0 2 2 8] 

mmm 1 1 5 

$mW 1 1 4 RM&fcRjfc • &Ht * £ J: $ > &T<D^m £#£ 0 
10 2 2 9] 
1^4 0] 





tit&xt 




1 1 5 




MS : 358 [M+H] \ 
APC I (MeOH) 



[0 2 3 0] 

mmm 1 1 6 




4- [3- (4-7*nt7i-*) -5-J'f^'fV+tv*-A'-4-^^] ^>-*r> 

tf}IE#2 004-3105349 



#jg 2004-194172 



^-v: 92/ 



(3. 7 0 g, 9. 4 mmo 1 ) , T-fe h-^T-tr h > (4. 4ml, 3 
7. 5mrao 1) Oh;l/x> (10 0ml) JRiRifcKp- b ^x>^M tK^P^J ( 
0. 18g, 0. 9mmol) Sr^ST'tPx.*:^ Dean-Stark2tc53*8ISI*I|X. 0 tttfrtritSS 
*tfe*U 1 5l*IB*n«k«i«tfco 2fcW> fiCJfcflEfcSm^* (10 0ml) * 
*Dx.> ^fPmW7jc, ttJffifctttfc-CtJIiiMk »^iL> j*JEE**»L;fco »«E*^y*^ 
H7A^07^57^- (^*^> I *Rif-)l'= 2 I 1 ) -CfilSU 3 - (4 

0*71-*) -4- |4- [ (2, 5 -Vstf-fr- 1 H-tfn-*- l ->f ;v) 

-jv] 7x-;H - 5 v*-^v*-;i/ (3. l l g, 7 0%) Zmfet LXffitz 

o 

MS: 471/473 [M+H] + , A P C I (Me OH) 
[0 2 3 1 ] 

mmm 1 1 7 




3- (4-7*n€7x-*) -4- I 4 - [ (2, 5 —V***- 1 H-tfn-*- 1 
-W;v) — ;V] 7i- ;W -S-^f-WV+t'/-* (2 0 0mg, 0. 4 2m 

mol) , h'U (^>y'J7>'7't>>) i?s*7z/?7& (4 0mg, 0. 0 4mmo 
1) , 2-^->^OA + ->;V,t^7^-2' - (N, N-^W5/) \£y 
(3 5mg, 0. 0 9 mmo 1 ) i^^-feV^A (2 8 Omg, 0. 8 6 mmo 1 ) 
<D 1 , 4 -v* dp -9" > (4ml) ^ifftert -7*f^7;V3 - JV (2ml) 
N- (2-^ h^yxf^/) (6 Omg, 0. 6 7mmol) «rgifi-CiD;l 

v>f ?v?*-7mttT, 1 0 OtC»Ul|f|fflj|L/:o 

'j*m7A^o7 h^77^- (^-^ : «^f-;v=9 5:5-^65:35) -e 
tt*U H^SrWfco ;«*I<'J7;vtn» (3ml) , tK ( 1 m 1 ) fc*#U 
6 0Di:jDiLt6HSa#L/Co Jfc*fr&, SJ£««r<&^I*W* (2 5ml) Kftt, ft 
Btxf-/u-eaiffiLrt: (3 x l Om 1 ) 0 ttffi«[4:«S^Qitift*'C«fe^> «W"Cia*U ft 
EE**6Lfco ^S^yy*^*7A^nvh^77^- C^*^ : fl[-»i?-/u= 9 0 
: 1 0 — 3 0 : 7 0) TfMKU «**#fco ^OS^^;-* (0. 5m 1 ) 
C4N»-^t^t>it (2. 0ml) SrM-CJnx.*:^ 2 O^Hi^lfco BU& 
%L*mML4 - (3- |4- [ (2-> h*~>^;v) (^f;v) -7^] 7x-;l/| - 
5--)iWV^ty-^-4-'f^) -~?>-tf>';*.;i'*>7 > 5 K • jftgfc£ (9 2mg, 5 
4%) ^l^tLTH/co MS : 4 0 2 [M+H] + , APCI (MeOH) 
[0 2 3 2] 

mmm ns> 119 

mnw 1 1 7 tmnKRfo • #ts-t* - 1 ict 19 > jjit©m*#^„ 

[0 2 3 3] 



tBIE# 2004-3105349 



004-194172 



: 93/ 



[£4 1] 



1 1 8 



119 





HCI 



MS : 426 CM+H] \ 
APCI (MeOH) 



MS : 386 [M+H] \ 
APCI (MeOH) 



[0 2 3 4] 

mmm 1 2 0 




1) bocnh 2 

2) HCI 




3- (4 -/n€7i- ;v) -5-^ffl'-4-7x-;V'fv^t7-^ (2 0 0mg 
, 0. 6 4mmol) , h V * (^>^';f"/7^ b » ^9^** (6 0mg, 0 
. 0 7mmol), 2-^^nM'>m7^-2* - (N, N-^W?/' 
) tT7x^;V (5 Omg, 0. 1 3mmo 1 ) „ t e r t - h (115 

mg, 0. 9 8 mmo 1) <D (5 ml ).MMWLb~i- 7x^vK (1 

15mg, 0. 99mmol) *£SLTJn ? n ^ x. - ^MITF, 1 OOtC 

lR^^;V=9 5 : 5 — 7 5 I 2 5) Tflf«LB#*»fco iOH#*4Ntti-y* 
(5ml) CtiHL^ Ififl 6B#W*t£Lfco fiClSifcfrl&tfDMr* (5 0m 
1) Kftf, ffEHfc^^ttiHLfc (3X1 0ml) . ttffi«tSr<&fPAaD*ct*«fe?Mfe. ^ 

j^i^;i/= 95 : 5 — 50 I 50) T*»*U [4 - (5 4-7x^HV^ 

3-4 fr) rr/ (1 1 6mg, 73%) *B#fcLT#fco 

251 [M+H] + , APCI (MeOH) 
[0 2 3 5] 

ffiSE# 2004-3105349 



#M 2004-194172 



^-v : 94/ 



%mm i 2 i 




4-rn ; f-5-^f^-3-7i-JV^V^tV-JV (2 0 0mg, 0. 8 4 mm o 
1) , 4-7*f*7x^*9Bl (210ms, 1. 2 8mmo 1 ) ^ v^nntT* ( 
h V 7 "7^ -77A (60mg, 0. 09 mmo 1) ©1, 2 h 

*->x^v (5ml) «*«Kife»thyf (2M, 1. 3ml, 2. 6 0mm 

o 1) £gan?iHl v^f^n7x-7IltT, 1 0 0 ICfcftHI&LT 2 BWHWPL 

iftlltLfco ^S^yVA^*7A^n^f^77>f- (^^ : R^J^;i/= 9 8 : 
2^6 5 : 3 5) -ef»§£U 1 - [4 - (5 3 -ys.—fr't v^-^v-;v- 4 

> (18 9ms, 8 1%) t«#fcL-c§fc. 
MS : 2 7 8 [M+H] + , A P C I (Me OH) 
[0 2 3 6] 
HJfe^l 12 2-134 

[0 2 3 7] 



mtiE# 2004-3105349 



#JH 2004-194172 



^-v*: 95/ 



[«4 2] 









12 2 


6 

0 








MS : 252 [M+H] +. 
APCI (MeOH) 


12 3 




0 
0 


0 

XT 


MS : 278 [M+H] +. 
APCI (MeOH) 


1 fa *T 




0 

c 




N 


MS : 251 [K+H3 +. 

taw * mt v i f, ii ■ • J a 

APCI (MeOH) 


1 P s 




ex 




MS : 281 [M+H] +. 
APCI (MeOH) 


12 6 




C 


3H 3 


Q 


MS : 278 EM+H] +. 
APCI (MeOH) 



[0 2 3 8] 



ffiiE#2 004-3105349 
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t-i? : 96/ 



[S4 3] 



mmm 






1 2 7 


> 


c 




V 

HCi 


MS : 281 [M+H] +. 
APCI (HeOH) 


12 8 










MS : 252 [M+Hl +. 
APCI (MeOH) 


12 9 


H 

H^v^N^ 
0 


O 

c 




MS : 293 [M+H] +, 
APCI (MeOH) 


13 0 


H 3 C^ 


r 








MS : 279 [M+H] +, 
APCI (MeOH) 


1 3 1 


( 




x 


}0> ' 


MS : 261 [M+H] +, 
APCI (MeOH) 



[0 2 3 9] 



ffi|E# 2004-3105349 
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I 97/ 



[^4 4] 




[0 2 4 0] 

mmm 1 3 5 

- o 




4- ( 5 - ^ f ;v- 3 - 7 x - ;v^f v ^ft 4 - ^ jv) £,t#m (l 0 Omg, 
0. 3 6 mm ol) , N-HKn^>7^V>>f S K (72mg, 0. 3 8 mmo 1 ) £ 
DMF (3ml) fc»«*U 1-^)^-3- (3' -^W^y^n^) 
^U'lil (4 5mg, 0. 39mmol) * 0 *CT?3lPx, Ife^ CMJCBILMt? 
-%«^Lfe 0 g^m^^ (1 0 0ml) £3jnx.> «SMf*i5i^T«L, 

DMF (3ml) £»«IL-7 STJfcttagu (3 Omg, 

0. 4 mmo 1) fcj&n**:^ IS5^ PifiKRLSt^-ftiKf Lfc, RJSSSfcfcftlkt*- 
* (2 0ml) SriDxl 0 %^^>Bb*c#«, *-C«ii£ U M?L7t 0 aSE £ ~> U * 

ffilfl£# 2004-3105349 



#JH 2004-194172 



^-•5>: 98/ 



*7A^n7f^77^ - (^^V : #gfcjn.-f-^/= 95 I 5^8 0 '. 20) "effi§!iU 
N- [ (IS) -2-KKn*J/-l ^;vjc^;v] - 4 - (5 - ^f^- 3-7i- 
;V'fV^ftV-;V-4-^;l') ^>X75 K (I0 5mg, 8 7%) tlfti LTft^o 
MS : 3 3 7 [M + H] + , AP C I (Me OH) 
[0 2 4 1 ] 

mmm 1 3 6 ~ 1 4 8 

mmm 1 3 5tmm^KJB • ats-*-* - 1 c «t •? , kt©mi5*#^o 

[0 2 4 2] 



ffifE# 2004-3105349 
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^-z? 99/ 



[St 4 5] 



1 3 6 




MS : 279 tM+H] +, 
APCI (MeOH) 



1 3 7 




MS : 295 [M+H] +. 
APCt (MeOH) 



1 3 8 




MS : 337 [M+H] +, 
APCI (MeOH) 



13 9 




MS : 323 IN+H] +, 
APCI (MeOH) 



1 A O 




MS : 380 {M+H] +. 
ESI 



[0 2 4 3] 



ffiSE# 2004-3105349 



#M2 004-194172 ^-5* I 100/ 



I* 4 6] 





fltaftxS 




1 4 1 


CH 3 (j 

c 


1/ CH 3 


MS : 337 [M+H] 
APCI (MeOH) 


+. 


14 2 


o H 




MS : 336 [M+H] 
APCI (MeOH) 


+. 


1 4 3 






MS : 351 [M+H3 
APCI (MeOH) 


+, 


1 4 4 


o. 

(T 




MS : 399 [M+H] 
APCI (MeOH) 


+. 


J *f o 


€ 0 

C 




MS : 363 [M+H] 
APCI (MeOH)' 


+. 



[0 2 4 4] 



miE# 2004-3105349 



# M 2004-194172 101/ 



7] 



mmm 






i 4 6 


0 

H 




MS : 367[M+H]+. 
APCI (MeOH) 


1 4 7 


C 




MS : 351[M+H]+, 
APCI (MeOH) 


1 4 8 


HCI (^Jj^ 


MS : 280CM+H3+, 
APCI (MeOH) 



[0 2 4 5] 

HifeM 1 4 9 




3- (4 -7'n^7x^;i/) - 5 4 - 7x-;M v*^v*-;v (5. OOg 

,15. 9mmo 1 ) , 9 s7>ftWi& (1 . 8 8 g, 16. Ommo 1 ) > T Y?** ( 
fij7x-;i,^7r/) ^9^7A (1. 8 5g, 1. 6 Ommo 1 ) <75DMF (8 0 
ml) «»ft*v>f*n* A -rj!&#T\ 1 7 5t«LT5^«#Ljt 0 Mm%L% 

a$->'j*^*7A^n-7h^77'f- (^^r-9-> : f^^^f-;v= 6 : 1) -effitSJU 
4- (5-^f;V-4-7xzHy;lfty*-;i/-3-^^) (2 9 5 

mg, 7 1%) *»3fcfcL*C»fc 0 
MS: 2 61 [M+H] + , APCI (MeOH) 
[0 2 4 6] 

%mm 1 5 0 



ffi§E# 2004-3105349 



#H 2004-194172 



^-v 5 ! 102/ 




KOH 



HOzC 




4- (5-^f;v-4-7i-;Hv^tV-;v-3-'fJV) (2. 0 

0 g, 7. 7mmo 1 ) tBMi^mitiJ V >> A (2. 40g, 42. 8mmol) <D 1 - 
yn^v-;u (5 0ml) «*3%* l 4B#M»it^L£o KtfS®.*nm'&, MffiML 

k \ *9 j —)V= 10:1) t?3R|©L, 4- (5-^fJV-4-7x^Kv*tv*-;l' 
-3-4/10 (2. Olmg, 94%) ^tLTH/:„ 

MS I 2 7 8 [M-H] ~ , ESI (Me OH) 
[0 2 4 7] 

mmm 151 



4- (5 -*3-)V-3 -7xz;V/fy3ft«/-;H4 -4 ;V) 7jc7-;V (1 5 Omg 
, 0. 60mmol) *DMF (3ml) H»»L. 6 0 %7jc^k^- h V tr A (2 7mg 
, 0. 6 8mmol) *£W?Mlz.tio 10^ 2- rl>7t 
Kn-2H-tf5> (13 7mg, 0. 6 6mmol) *&&-?lJQz., —W.mftV1z 0 & 
Jtomzmtt^fr (2 0 0ml) ZMx., Tk-em&Lt:^ ^W-CftjftLfeo 
LfcSL ^v"J*^*7A^nvf^77^- (A4rt>:ftKxffl/=9 0 : 1 
0->70 I 3 0) -emWL-fZ> itCi 5 3 -7i-;V-4 - |4 - [2 - 

(rh7tKn-2H-e7>-2-^*t^'» xK^>] 7xx;i/| y ^v*- ;v 

(i4im g , 6 2%) imvtmtLxntzo 

MS I 3 8 0 [M + H] + , APCI (Me OH) 
[0 2 4 8] 

mnw 1 5 2 



5 -ji'f-JU- 3 -7i-^- 4 - |4- [2- (r!>7tKn-2H-e7 , /-2-'f 
^ h 3r->] 7xx^| -fvW-^ (HOmg, 0. 3 7 mm o 1 ) £ h 
y7;v^nltm (4ml) KvtflfU ^S"?? 6 B#Hg«H$L*:o £0&i££«tML 
'J#^#9A^nvh^77-f- (^^r-9-> :t^^^;v=9 o : 10^0: 100) 
•CffliS-r-SC: t KJ: 2- [4- ( 5 3 ~7x-W 7 + 4-4 

;V) 7i^'7] (5 2mg, 4 7%) »at#t 0 

MS : 2 9 6 [M+H] + , APCI (Me OH) 




a, 





[0 2 4 9] 



ffiiE# 2004-3105349 



#M 2004-194172 



^-v : 103/ 



mmm 1 5 3 




2-*HrS/-4 — (5-^f^-3-7x^JWV^ty-^-4-'f;V) ^> V— 
b'^ (109mg, 0. 3 7 7mmol) Otert -79 J (4. 0ml) 

K y ®-£-fcmit* V (19 7mg, 3. 5 0mmol) fciJPx* t*#Lfctf*e> 5I$HI 
iiML^:. RJ&tK*^^ «S3FP«a*.4:Jnx, g^fxf Lfc c 

WTigjiftb^ afcJKfe&tLfco »a*5";*m5A^nvh/97'f- (^*^>:ft 

a?J.f-^= 1 : 2) -e«f»U 2-^ (5-^f^-3-7i-HV+t 
7-;K4-^l/) ^yX7U' (2 7 3mg, 7 3%) *l#iLTftfc 0 
MS : 3 0 9 [M+H] + , APC I (Me OH) 
[0 2 5 0] 

mmm 1 5 4 

l£ifc#!l 1 5 3 t ISMfcfcEJS • «fca-f4 1 1 iz X 19 , £lTO^^»tftfc. 
[0 2 5 1 ] 
[£4 8] 







mass 


1 5 4 




MS : 309 [M+H] +. 
APC I (MeOH) 



[0 2 5 2] 

HifeM 1 5 5 



H 2 NOC 




2-^h*->-4- (5->f-;i/-3-7x-HVW^-4->f;i') ^>X7 
5K (4 5mg, 0. 146mmol) K&ftfcfU v- f A ( 2 7 0 m g , 2 . 3 4 mm 
o 1) fcinx^ *£#Lfcri«S>2l$rai 9 OMMLfc, RiE»^S:JjniLT*3RL. ft 

^>'J*^*7A^nvf^77^- :»f^=l I 1) U 2 

-tKo + ->-4- ( 5 - ^ f ;v - 3 - 7 x - v t v*-;v - 4 - ^ ;v) ^'/Xj 5 



mtiE# 2004-3105349 



mm 2004-194172 



: 104/ 



K (34. 9 m g , 81 
MS : 2 9 3 [M-H] 
[0 2 5 3] 
1 5 6 

OMe 

NC 




ESI (MeOH) 



OMe 




5 f-;V- 3-7x-J!/ 
^•9-sj?n9^- 2 ->f ;v) 

2 -* h^r^^vy- h 
(3 1. 7mg, 0. 14 2 
, N-^^f;V7<y) If "7 
A (9 0 lmg, 4. 2 4 5 

B*.x?-/l/=3 : i) -effillL 
V-;t-- 4 -^ ;v) ^O'V— 
MS ! 2 9 1 [M+H] + , 
[0 2 5 4] 

mmm 1 5 7 

Hi 1 5 6 t mW.KKJB 
[0 2 5 5] 
IS4 9] 



-4- (4, 4, 5, 5- 
y^r-9-y-;i/ (6 0 5 mg 
V> (3 0 0mg, 1. 4 
mm o 1 ) 2 — v v 
.x-;V (1 1 1 mg, 0. 
mm o 1 ) CO h ;V:r.> ( 7 

„ 2 J*4rV-4 - (5 
hU;V(188mg, 46 
APC I (MeOH) 



fh7^f;V-l, 3, 2-yt 
,2.12 mm o 1 ) ^ 4 -7*n 

1 5mmo 1 ) , 

A+y;i/*^7^-2' - (N 

2 8 3 mmo 1 ) % 'J V «7 
. 0ml) JKfcifc*, 2 4B#rtt 

%) LT#^ 0 









1 5 7 


CN 


MS : 291[M+H3+. 
APC I (MeOH) 



[0 2 5 6] 

5 8 




1) NaOH 



H Q 



N 2) SOCI 2 
3) HO. 




tbSE#2 004-3105349 



#M 2004-194172 



: 105/ 



*f-/l/-N- [4- (5->-^;V-3 y^^-v'-;l'-4 --f Jl/) ^>v-r 
;V] v*- Kl 3 8 mg, 0. 3 9mmo 1 )=Sr^ (1ml) fcflMIU 1 

N*SM:+ h «; 9 A3ft*«[ (9 4 5 // 1 ) *1HJ^M^ 2 »Ba^Lfc, RfS«**tJE8l 

nv^A^fU ftffULt, N— [4- (5-^fJV-3-7x^;Wy^/ 
-;i/-4--f;k) ^>-vM;v] '>>O3fi^^*-#7t 0 &e*iJfc«£j£%*m«-£1* 
, tt-fbf-*-^*inx.T 2l$|«|*iftLfco KJSiK&ftMrU v^nn>^> (2ml) 
#f{U 3-757-1 -7°n^V-;V (5 9 mg, 7 9 mmo 1) 'Jxf;U7 5 V 
(8 Omg, 7 9 mmo 1 ) O^nn^ * 7 8 ttiTU $ h fc^S*?— 

tT;UT5y) *;v^;v^f;i/] -4- ( 5 -7 -f-fr- 3 - -7jl-;W v^r-^v*-;v- 4 
--f;v) ^VX7?K (5 6mg, 3 6%) fcJ&Sfcfc LT&fc 0 
MS : 3 9 4 [M + H] + , APC I (Me OH) 
[0 2 5 7] 
ftttfll 1 5 9 



H 2 N0 2 S^^ H 2 N0 2 S^^v 

T>n-V c °2 h XJ^n- V NHBoc 





1- [4- (7?/^W;;v) 7x-;V] -5 - ( 4 -7 ^-;W) -lH-t" 

9V-;V-3 (2. 1 4 g, 6mmo 1) „ ^7i-)P*^*^7y*F ( 
1.55ml, 7.2 mm ol) , h V xf;k7 $ > (1.00ml, 7.2 mm o 1 ) <D t 
e r S -fr (30ml) % 1, 4 - v^^r^> (30ml) 1 6 ^MAD^ 

7 ^77-f- (7nn*M: 7 $ ; -;v= 50:1 — 20:1) t?*M8U 1 -(4 
-T?;^W-;V7x^)-3- (tert-7f*y*W-^75;) -5- ( 
4-^f^7x^;V) - 1 H — \£yV—)V (569mg, 22%) *I#tLt#/; 0 
MS : 4 2 9 [M+H] + , APC I (Me OH) 
[0 2 5 8] 
6 0 

H 2 N0 2 S^^ H 2 N0 2 S- 

' -NHBoc L UVNH2 





l-(4-7 5 7^;V^;i/7x-A')-3 - (t e r t - 7h^->AW^75y) 
-5- (4-^f^7x-^) -1H-H'7V-;V (5 1 Omg, 1.19 mm ol) <D 
?uu*)VAmWL (5ml) Ch'j7;PtnS^ (2ml) iJDx.T*#Lfc 0 SJ&ifcfc 

m&ZWMI-ZZtlzX t) 3-7^-l-(4-7^7;wt^;V7x-;i/)-5- (4 
->f^7x^) -lH-f7V*-;l' (2 9 5mg, 7 5%) LT#fc 0 
MS : 3 2 9 [M + H] + , AP C I (Me OH) 
[0 2 5 9] 
1 6 1 



mtE# 2004-3105349 



mm 2004-194172 



i-y : 106/ 




N <s^NH 2 




3-75y-l-(4-7^XW-;i/7x-;l/)-5- ;V7x-;v) - 1 

H - M 9 V- ;V ( 6 6 m g , 0 . 2 mm o 1 ) £tK (2ml) > 48 %HBr7to#?& ( 1 m 1 
) *inx.fco a-frWKffiWBfc^- b U (1 7mg, 0. 2 4mmo 1) (0. 
5ml) > T-feh-b';;V (2ml) fcjjcfcTiH];^ 1 0*«#Lfco #<b 
CuBr(43mg, 0.3mmol) .©4 8%HBr*»S (0. 5 m 1 ) fc^fi-Cinx.*:^ 

nvf^7^ (^nn*u : * y -;l/= 5 0 : 1) -CflNKU 1- [4- (7 5 
yAfr*—)^) 7x-;v] - 3 -^n^- 5 - (4-^f;V7x-;v) -lH-fcfvv*- 
;v (3 3 mg, 3 9%) £#£ 0 

MS : 3 9 2/3 9 4 [M+H] + , APC I (Me OH) 
[0 2 6 0] 
MMM 1 6 2 
(1) 

O (^Y Br H 2 NOH-HCI N' OH (* f ^if Br 



2- (4-7n^7x-jv) - i - try *jy- 3 --f>-x^y > (8. 0 0 g, 2 7. 
5mmo 1 ) , ttgfefc Fn^T5 > (2. 0 0 g, 2 8. 8mmo 1 ) . JfcSbfc*?- 
hV^A (2. 4 5 g, 29. 2mmol) ©x^-* (70ml) £ £ ^ tK (l Om 

l) 6 0t;i:Ml^f>3iirWL^ ^^^LT^^^sStcf^m- 

i"j*m?A^n7h^57^- (^^r-9->- : i^m^^;v= 1 : 1) tfc 

Ki«K 2- (4-7d^7x-;V) - 1 - tf V v?>- 3 ->f y > :t*~>A (7 

. 9 5g, 9 4%) ^*tLt^;„ 
MS: 291/293 [M+H] + , APC I (Me OH) 
[0 2 6 1 ] 

(2) 



2- (4-7n^7xz^) - 1 -tf y 3 ->f ;i^x^y > t^fyA (4. Og 

,13. 7mmo 1) £ T H F (4 Om 1) fc»#U -6 Ottt'jf^A^ 77*0 
e;i/7? h'2mo IM (A^^V/THF/xf^V-fVift) (15. 1ml, 3 
0. 2mmo 1) £ii£TL* 0 *T8L RJ6»**- 3 0 TCfc Li&Tfcpm ( 1 . 55, 1 
6. 4mmol) *— 5Mw2ni;l£fi^ 1 B#W**IM&. R*S»[*ftBft^f-^/*»*av>/*o 

n7^77-f- (^^r-9-v : BMfcx.*-A'= 1 : 1) TffiRi- & £ K x 15 „ 4- (4- 
7n^7xxjv) - 5-^-^;i/-3-bfi; ^>-3--f;v-4, 
5 (2. 5 4g, 5 6%) Sr»*i:Lt^ 0 






Br 



2) Ac 2 0 



1) LDA 




miiE# 2004-3105349 



#M2 004-194172 



^-v: 107/ 



MS: 333/335 [M + H] + , APCI (MeOH) 
[0 2 6 2] 

(3) 

)H 





4- (4-/n^7x-;v) - 5 3 - bfV 9 jy- 3 ->f fr- 4 , 5-5>fcK 
n'f v*4t'/-;v-5-*- ^ (2. 5 g, 7. 6mmol), p - h > 
m— (1. 7 g, 9. ImmolK (2 5ml) JRS ift*, 24H 

A^nv^77^- : g£gfc.x?-;u= 3 ; i) ^gL, 3- [4- (4-^ 

d^7ji-;v) -5-^f;Mvt^ , /-^-3-'f^] (l. 9g, 7 8% 

) ZmfctLxm^o 

MS: 315/317 [M + H] + , APCI (MeOH) 
[0 2 6 3] 

(4) 





±IS (3) T»#^tL/:>fb^%^^iS^ll 4 9 tTOKSfS • #LS1-&£i Hi «K 4- 
( 5 +;v- 3 - v*^V-;v- 4 ->r ;v) -^^V- h y 

o 

MS : 2 6 2 [M+H] + , APCI (MeOH) 
(5) 

NC^ H0 2 C> 

HCI 





HCI 



±is (3) -enbfLiztt.&m*$mmi 4 9 kra»©Kjs • mm^n nnwi 

MS : 2 7 9 [M-H] ~ , ESI (MeOH) 
[0 2 6 4] 

[0 2 6 5] 



taiE#2 004-3105349 



#M 2004-194172 ^- *J I 108/ 



1^5 0] 



MM® 






1 6 3 


H0 v 

H 3 C 


MS : 426 [M+H] +, 
APCI (MeOH) 


16 4 




MS : 411 [M+H] +, 
APCI (MeOK) 


16 5 


H 3 C 


MS : 424 [M+H] +, 
APCI (MeOH) 



[0 2 6 6] 



tH!E# 2004-3105349 



#M 2004-194172 



^-v>: 109/ 



[*5 1] 



1 6 6 




MS : 327 [M+H] +. 
APCI (MeOH) 



1 6 7 




MS : 424 [M+H] +. 
APCI (MeOH) 



1 6 8 




MS : 410 [M+H] +. 
APCI (MeOH) 



1 6 9 




408/410 [M+H] + 
APCI (MeOH) 



[0 2 6 7] 



miE# 2004-3105349 



#^2004-194172 



s*- c J I 110/ 



K5 2] 



m 
1 


7 0 


/An 
0 0 


|" o 


MS : 315 [M+H] +, 
APCI (MeOH) 






H 

( 






1 


7 1 


^ / CH 3 


MS : 331 CM+H] +, 
APCI (MeOH) 


1 


7 2 


CH 3 f 3 

C 


PH 3 

0 


MS : 296 CM+H] +. I 
APCI (MeOH) 



[0 2 6 8] 

mmw 1 7 3 

[0 2 6 9] 



ffitE# 2004-3105349 



#112 004- 194172 



^-v I 111/ 



[«5 3] 









17 3 




MS : 337 [M-H] 
ESI (MeOH) 



[0 2 7 0] 

^tt'EHl 174 : - tJV • 1 7" • >f 'f vt^ • b 'J — (J.Med.Chem.) . 4 

0 1 3 4 7- 1 3 6 51 (1 9 9 7^) CEJRO'fb^ 
[0 2 7 1] 
115 4] 



mmm 




1 7 4 





[0 2 7 2] 

mnw 17 5. 176 

4 -rn^- 5 3-7x^m v^y-^iffl^f, mmm 1 2 1 ^rafli 

[0 2 7 3] 



tB|E# 2004-3105349 



mm. 2004-194172 



^-v>~ : 112/ 



[ft5 5] 




17 5 



17 6 



MS : 308 [M+H] \ 
APCI (MeOH) 




MS : 351 [M+H] \ 

APCI (10mM-Ac0NH*/Me0H) 



[0 2 7 4] 

mmm 1 7 7 




(Boc) z O 




r 3 _ (5 ^^- 3 -7x-Hvm^-4-'f^ -7^-;V]T^> (5 
OOmg 2. OOmmol) *1.4-V*W ( 5 m 1 t -7 + 

3 me 8 2%) Ltfto ^ . 

MS?3 5 1 [M + H] + , APCI ( 1 0 mM-A c O N H 4 /M e 0 H) 

[0 2 7 5] 

Hjfe« 1 7 8 

1 7 7 -C^fc-ffrfrflfe*! 

[0 2 7 6] 



IHSE# 2004-3105349 



4# m 2004-194172 



^-v?! 113/ 



1^5 6] 









1 7 8 


rii prtl 

L IL / 


MS : 493 [M+H] + . 

APCI (10mM-AcONH 4 /Me0H) 



10 2 7 7] 

%mm i79,i8o 

[0 2 7 8] 
[^5 7] 



SS!S0>J 


mass* 












Ml PH, 




17 9 


MS : 309 [M+H] \ 




JT O 


APCI (MeOH) 














1 8 O 




MS : 287 [M+H] \ 
APCI (MeOH) 



[0 2 7 9] 

%1&m 18 1-18 4 

4 (1) -?nb*Lizft&m*$mmA 4 (2) kra*KRjs tic 

[0 2 8 0] 



tBSE# 2004-3105349 



#H 2004-194172 



: 114/ 



[^58] 









1 8 1 


H3C 


»S : 454 [B+H] \ 
ESI 


18 2 




MS : 440 [M+H] 
ESI 


1 8 3 


H D L > — 


MS : 454 [M+H] *, 
ESI 


1 8 4 


h p LH F 

H 3 C 


MS : 440 [M+H] \ 
ESI 



[0 2 8 1 ] 

%t&ffl 18 5-187 

[0 2 8 2] 



ffiiE# 2004-3105349 



#12 0 04-194172 



^-y: 115/ 




[0 2 8 3] 

mum 18 8. 189 
mmm i56^i vmmm 1 8 5 x-mttitz 

[0 2 8 4] 



ffiSE# 2004-3105349 



#M 2004-194172 ^--J : 116/ 



l$t6 0] 













Q - CH 3 












MS : 


308 CM-H] 


1 8 8 




£ o 


ESI 










MS : 


312/314 [M-H] ' 


1 8 9 




u N 


ESI 





[0 2 8 5] 

Iff! 190, 19 1 

mmm 1 8 5 , 1 8 6 -e# h titzit&m *mmm 1 5 3 1 mm^m • trnm-r & ztK 

[0 2 8 6] 



tBIE#2 004-3105349 



mm 2004-194172 



: 117/ 



I* 6 1] 













O CI 








H 2 N' 




P H 3 


MS : 313/315 CM+H] \ 








1 If 


APCI (MeOH) 














H 2 N' 




, CH 3 


MS : 293 [M+H] + . 


1 9 1 




(7 




APCI (MeOH) 



[0 2 8 7] 

m$&M 1 9 2 -2 2 2 

[0 2 8 8] 



ffi|iE# 2004-3105349 



#M 2004-194172 



5> : 118/ 



[*6 2] 







ttft« ! 


1 9 2 


o 


MS : 363 [M+H] \ 
APCI (MeOH) 


1 9 3 


H3C J H ^Q) ch 3 


MS : 364 [M+H] ♦. 
APCI (MeOH) 


19 4 


H 3 C 


MS : 387 [M+H] 
APCI (MeOH) 


1 9 5 


h r II / CH 3 


MS : 379 [M+H] *. 
APCI (MeOH) 



[0 2 8 9] 



ffi|iE# 2004-3105349 



#H 2004-194172 



119/ 



K6 3] 



1 9 6 



19 7 



19 8 



19 9 




[0 2 9 0] 



tBiE#2 004-3105349 



#H 2004-194172 



^-v : 120/ 



[me 4] 









2 0 0 


9 i 

( 


C! 


I PH. 


US : 426/428 [M+H] *. 
APCI (MeOH) 


2 0 1 


O CI 

C 




PH 3 
N 


MS : 370/372 [M+H] \ 
APCI (MeOH) 


2 0 2 


O 




N 


MS : 367 EM+H] *. 
APCI (MeOH) 


2 O 3 


G 




MS : 329 CM+H] ♦. 
APCI (MeOH) 



[0 2 9 1] 



WfE#2 004-3105349 



#112 0 0 4 - 1 9 4 1 7 2 ^-i?: 121/ 



im6 5] 



mmm 


4*&3 




2 O 4 


X^X^ 


X/ CH 3 


APCI (MeOH) 




QHg O 






2 0 5 


H 


Cr N 


HS : 381 [M+H3 
APCI (MeOH) 


2 O 6 


H ft 

o H 




MS : 350 [M+HJ + , 
APCI (MeOH) 


2 0 7 


or 

N 




MS : 324 [M+H] ♦, 
APCI (MeOH) 



[0 2 9 2] 



tBSE# 2004-3105349 



#HI 2004-194172 



^-v: 122/ 



[£6 6] 



mmm 






2 0 8 




N 




MS : 338 [M+H3 \ 
APCI (MeOH) 


2 0 9 


H 


N 




MS : 338 [M+H3 \ 
APCI (MeOH) 


2 10 


CH3 H 


N 




MS : 338 [M+H3 + . 
APCI (MeOH) 


2 1 1 




Us. ^Jl 




MS : 338 CM+H] \ 
APCI (MeOH) 



[0 2 9 3] 



ffifE^ 2004-3105349 



WM 2004-194172 



: 123/ 



7] 



2 1 2 




MS : 338 [M+H] + , 
APCI (MeOH) 



2 1 3 



9^ 9 




MS : 350 [M+H] + , 
APCI (MeOH) 



2 1 4 




MS : 350 CM+H] \ 
APCI (MeOH) 



2 15 



HO 




MS : 365 [M+H] + , 
APCI (MeOH) 



[0 2 9 4] 



ffiiE# 2004-3105349 



mm 2004-194172 



: 124/ 



IS6 8] 



si mm 




® sat* 


2 1 6 


O 


( 


c 




MS : 377 [M-H] 
ESI 


2 1 7 


O 




1 ° 

n' 


MS : 363 CM+H3 + . 
ESI 


2 1 8 


H 






CH, 


MS : 384 [M+H] \ 1 
ESI 


2 1 9 


O 

ho y^ N x 

OH H 


0> 


y CH 3 


MS : 353 [M+H] + . 
ESI 



[0 2 9 5] 



tBSE#2 004-3105349 



#H 2004-194172 



: 125/ 



1^6 9] 



mmm 






2 2 0 




MS : 337 [M+H] *. 
ESI 


2 2 1 


H,N' » 0 H 


^ LP 

u N 


MS : 434 [M+H] \ 
APCI (MeOH) 


2 2 2 




MS : 378 [M+H] \ 
APCI (MeOH) 



[0 2 9 6] 

2 2 3, 2 2 4 

mmm is 7, mmm 1 9 4 <Dit&m*mmm 7 ot m$n^sj& • mm-r %> zt\zxio 

[0 2 9 7] 



ffiSE# 2004-3105349 



#15 2004-194172 



: 126/ 



[*7 0] 









2 2 3 




MS : 317 [M+H] \ 
ESI 


2 2 4 


HO /T-n CH, 


MS : 284 [M+H] *. 
ESI 



[0 2 9 8] 

H%09 2 2 5 

H 




1)NaOH 



2) EDC, HOSu 



O H 




(3R) -3- I [ (4- (5 3-7x^jKvn , /-^-4 ->f 
^^V^f;i/) 75^] jx-- \ (9 5 2 m g, 2 . 5 2 mmo 1 ) - 
(5ml) fcHF# U 1 N7jt^fc+ h V A^c^fR (3ml, 3 . 0 mm o 1 ) 
-C»JU 2HilStS^L^o KftttfrftMlfc^ Tfc (6 0ml) fcinx, >?j-f-;i/jc 
~7-)VKX Vm&Lfco 7fc/f & 1 0 19 p H3 k U ftSfci^-^nJ: WtBL/; 

o fftffi***S*ltft»*"eifei§*& N U i*JE8MBLfco ^S^DMF (3ml) 

^i)Dx.> i^tN-tKn^yX^y>^^ K (2 9 0mg, 2. 52mmol) , 1- 
^)V-Z- (3' -y>f;i'7^7'ntf;V) KM (4 8 2 mg, 2 

. 5 2 mmo 1) £ 0 'C^DX-n LTi^- Bfe^Lfco * ( 

10 0ml) £ira;U J&ftMW^^tf^ifciP-U #fcfcifcmv^*5/*A^f£»u ft 

»Lfco »aESr^*-9->-ettftfl:L-Ciifl5tL, N— I (1R) — 3 — [ (2, 

vtfnu 1 -4)V) -t^-i/] - 1 3 -**v^ni£/H -4- (5-* 

^-3-7i-MVW-/l'-4-'f^) ^>X7$K (8 7 5mg, 7 5%) «r 

MS : 4 6 2 [M + H] + , AP.C I (Me OH) 
[0 2 9 91 
Hifefll 2 2 6 

mmn 2 2 5 1 mwHzsus • ^s-r* c t k. j; > mT^<b^^#7t 0 

[0 3 0 0] 



ffilE#2 004-3105349 



mm 2004-194172 



127/ 



mi i] 







mmm 


2 2 6 




MS : 462 [M+H} + . 
APCI (MeOH) 



[0 3 0 1] 

Wm 2 2 7 




N— | (1R) -3- [ (2, $-V**V\£uVV>-l-<iJl') - 1 

f-;i/- 3 -ttV^n tf;v| -4- (5->f ^-3-7x-^^V*tV , -;V-4-f 
;U) ^>X7 5 K (1 0 Omg, 0. 2 2mmo 1) ^THF (5ml) CiiL> tK<^ 
T, 3 0%7>^-7* (1ml) fctniLfco LfcflL RJSifcfcffcBfti*- 

'J*y**9A^n7f^7-f- :ft»-i.f-^= 7 5 : 2 5^0 : 100) 

-C»«U N- [ (1R) -3-75 J- 1 -^•^;V-3-^dr'>^'nt?;H -4- (5 
-*+)V-Z - 7i-HV*tV-^-4 --f ;i/) ^>XT5 K (8 7 5 mg, 7 5% 
) *H#fcLT&fc 0 

MS : 4 6 2 [M+H] + , APCI (MeOH) 
[0 3 0 2] 
£2600 2 2 8 - 2 3 0 

*»J2 2 7 fcro#K»6 • Mt^it !K £lTOft^l^#/:o 
[0 3 0 3] 



miE#2 004-3105349 



#M 2004-194172 



^-v: 128/ 



K7 2] 









2 2 8 


C 




MS : 364 [M+H] \ 
APCI (MeOH) 


2 2 9 


ho^^a — k^K 




MS : 408 [M+H] *. 
APCI (MeOH) 


2 3 0 




o 

"Okx° H3 


MS : 422 [M+H] \ 
APCI (MeOH) 



[0 3 0 4] 

mmm 2 3 1 




N- j (1R) -3- [ (2, S-^ + Vfn'jyv-l-^V) - 1 - > 

3 -**cV7u tf;v( -4- (5 -j**-*- 3 -7i-H V JU- 4 ->f 

;V) ^>X7 5 K (10 0ms, 0. 2 2 mm o 1 ) £THF (5ml) fc»»U 
lfc**Si+ > V 9 A (16mg, 0. 42mmol) * 0 TCTfiDx., 3 P#F5 Mi&-cm# L 
feo RJSift fcl&jftrtS'ffc 7 > * - * A (2ml) *ort?3JDiL, SSxf^tftHJL 

2.^07^77^- (^*-9-> : f^j^;v= 4 : : 1) x-mU1r & z b iz £ *) 
, N- [ (1R) -3 - t Kn^y- 1 -jtf-JU-fu -4- ( 5 3 - 7 
x-MV+t7-/l/-4-^» ^'/X7 5K (7 5mg, 9 9%) ^I#i:U#f; 

MS : 351 [M + H] + , APCI (MeOH) 
[0 3 0 5] 

mmm 232 



tiiaE#2 004-3105349 



#M 2004-194172 



: 129/ 



[ 0_3 0 6 ] 
* [3c7 3] 









2 3 2 


QH 3 O 

H 1 |l P H 3 


MS : 351 [M+H] + . 
APC! (MeOH) 


[0 3 0 7] 

^jfcffll 2 3 3 

HifcM 4 4 ( 2 ) t mffiKKfc • ®mirZ> £ t J- J: «9 , mTo4b£«#£o 
[0 3 0 8] 








2 3 3 




MS : 440 [M+H3 + . 
ESI 



[0 3 0 9] 

!l 2 3 4- 2 4 8 

mmm 4 8 1 • £ t k x 19 . aToMiit#/;o 

[0 3 10] 



ttJiE# 2004-3105349 



#M 2004-194172 



^->> : 130/ 



mi 5] 









2 3 4 




1 / NH 2 


MS : 357 [M+H] + , 
APCI (MeOH) 




1 

H 3 C 








2 3 5 


QH H 

war 






MS : 367 [M+H] + , 
APCI (MeOH) 


2 3 6 


o 


H 




MS : 363 [M-H] 
ESI 


2 3 7 


o 


( 




MS : 350 [M+H] + . 
APCI 


2 3 8 


2 H 

HCI 


o 

(J* 


MS : 337 [M+H] *. 
APCI 



[0311] 



I±5|E#2 004-3105349 



#0 2004-194172 



^-v: 131/ 



[*7 6] 




[0 3 12] 



ttJIE# 2004-3105349 



#JH 2004-194172 



: 132/ 



[*7 7] 



2 4 4 



2 4 5 



2 4 6 



2 4 7 



2 4 8 




[0 3 13] 

gjfcftl 2 4 9 

[0 3 14] 



tBIE# 2004-3105349 



mm 2004-194172 



^-v: 133/ 



»7 8] 









2 4 9 


f 


MS : 261 [M+H] *, 
APCi (MeOH) 



[0 3 15] 

mmm 250 
(i) 




3-7x-;V^fvW-;l/ (8 4 0mg, 5. 7 8 7mmol) O^S(15. 0m 
1 ) ^* (6. Oml, 117. lmmol) Z1m*-, mWLKtfb 9 0*0^9 

6mmmmLtzo bu&wlzism^ ffiusm&mi- v u *A**«ctt^ itm^^v-c 

^j^;v = 100:0^90: 10) tlglU 4-rn€-3-7x-HVW- 
;i/(l 2 9 0mg, 9 9%) =£r@#t LT#/io 
MS I 2 2 4/2 2 6 [M + H] + , APCI 
[0 3 16] 

(2) 4 -7*n^- 3 -7x-H V^r^V~;V«rfflv>-C|li&^ 1 2 1 HM|t£Kj£ • jtk 

[0 3 17] 
[|£7 9] 









2 5 0 ( 2 ) 


o 


MS : 264 [M-H] 
ESI 



[0 3 18] 

g&fifcffll 2 5 1 , 2 5 2 

mmm 1 3 5 twaii:^ • #ks-r& i t k *) , &T<o4\&m*wto 

mgE# 2004-3105349 



iff H 2004-194172 



134/ 



[0 3 19] 

ima o] 









2 5 1 


HO 


MS : 353 [M+H3 \ 
ESI 


2 5 2 


OH H U^i\7 3 


MS : 353 [M+H] \ 
APCI 



[0 3 2 0] 

mmm 253, 254 

[0 3 2 1 ] 

ms 1] 



mum 












2 5 3 




MS : 292 [M-H] 




ESI 
















O^OH 




2 5 4 




MS : 278 [M-H] 




ESKMeOH) 




a* 





[0 3 2 2] 

mtE# 2004-3105349 



#H 2004-194172 



135/ 



HJfe®! 2 5 5, 2 5 6 

mum 1 5 it mmzsLfo • 1 1 n x o % jeJLT^ffc^%*#^o 

" [0 3 2 3] 
K*8 2] 









2 5 5 




^ y CH 3 


MS : 310 [M+H] + , 
APCI (MeOH) 










2 5 6 




(J N 


MS : 427 [M+NH 4 ] \ 
APCI 



[0 3 2 4] 

2 5 7 

$kMM 1 5 2 t mUKRfo • HkW-tZ ZtKX*), ^T^M^#/: 0 
[0 3 2 5] 
[$8 3] 



nmm 






2 5 7 


o" CH3 


MS : 326 [M+H] *. 
APCI 



[0 3 2 6] 

mmm 2 5 8 

HWJ 1 5 3 t WIW.KK1B • «fc?i-r 4 t * «K &T<^b-£«#£o 
[0 3 2 7] 



miE# 2004-3105349 



#M 2004-194172 



: 136/ 



1*8 4] 



am* 


«tJfis6 




2 5 8 




MS : 294 CM+H] 4 , 
APCI 


[0 3 2 8] 

2 5 9, 2 6 0 

mmm i s 6 1 mmzEu& • jets-*-* 1 1 k x g „ ^©^i^ito 

[0 3 2 9] 
[*8 5] 


UlSS* 






2 5 9. 




MS : 309 [M+H] + . 
APCI 


2 6 0 


0" CH 3 


MS : 282 [M+H] \ 
APCI 



[0 3 3 0] 

mmm 2 6 1 

mum i58t mmzRfc - c t k x , aT^fb^srw^o 

[0 3 3 1] 



ffifiE#2 004-3105349 



#® 2004-194172 



^<-v: 137/ 



! SSStefll 






2 6 1 




MS : 380 [M+H] + , 
APCI 



[0 3 3 2] 

mmm 262 

lUiMl 6 2 (2) £ J: if (3) t mUlzKlB ■ Mt^uH:J:^ fiiT^Mt^ 

[0 3 3 3] 
[fE8 7] 









2 6 2 


Br> XX^T CH3 
^^^^ 


MS : 329/331 [M+H] + , 
APCI 



[0 3 3 4] 

£%00 2 6 3 

n^i62 (4) tmm-BUfc - xm-t&z. t *k fiiToMti^o 

[0 3 3 5] 
[fc8 8] 





mat 




2 6 3 




MS : 276 [M+H] \ 
APCI 



[0 3 3 6] 

mMW 2 6 4-266 

[0 3 3 7] 



ffiiE#2 004-3105349 



mm 2004-194172 



138/ 



ms 9] 



mmm 


$£3 


mmm 


2 6 4 


OH H 

c 




5° 


MS : 339 [M+H] *. 
APCI 


2 6 5 


I 




N 


MS : 336 [M+H] \ 
APCI 


O ft ft 

^ o o 


H ° 
HCI || 




JL ° 


MS : 399 [M+H] *. 
APCI 



[0 3 3 8] 

3kMM 2 6 7, 2 6 8 

[0 3 3 9] 



ffi|iE# 2004-3105349 



#® 2004-194172 



139/ 



[fc9 0] 









2 6 7 


HO 
HCI 


XX 


PH 3 
N 


MS : 
ESI 


279 


[M-H] 














2 6 8 


HO 


XX 

ex 


N 


MS : 
ESI 


279 


[M-H] 



[0 3 4 0] 

%Mm 2 6 9-271 

[0 3 4 1] 



mSE#2 004-3105349 



mm 2004-194172 



140/ 



[*9 1] 




[0 3 4 2] 

MM 2 7 2 . 273 

[0 3 4 3] 



{±JiE# 2004-3105349 



#H 2004-194172 



^— 5>: 141/ 



2] 









2 7 2 


u 


J5H, 


MS : 262 [M+HJ \ 
ESI 


2 7 3 


1 

0 




MS : 384 [M+H] 

APGI | 


[0 3 4 4] 

mmm 274 

iiii6 2 (5) t pw-£J£ • ykwr&z tizz*)^ ^tco^^^#^o 

[0 3 4 5] 
[St9 3] 




anise 




2 7 4 


ft 




MS : 293 [M-H] \ 
ESI 



[0 3 4 6] 

$mW 2 7 5-2 8 9 

[0 3 4 7] 



th!E# 2004-3105349 



#M 2004-194172 



: 142/ 



US 9 4] 









2 7 5 


OH ^^v^ 


MS : 387/389 [M+H] + 
APCI 


2 7 6 




MS: 351[M+H3\ 
APCI 


2 7 7 


HCI 


MS : 280[M+Hr. 
APCI 


2 7 8 


CH a 

HCI ^_J^° 


MS : 280 [M+H]*, 
APCI 


2 7 9 




MS : 381 [M+H]\ 
APCI 


2 8 O 


^YVril P"* 

OH ^^A^A 


MS: 3S4t»+H]*. 
APCI 



[0 3 4 8] 



WSE# 2004-3105349 



#JH2 004-194172 



^-v> : 143/ 



IS9 5] 









2 8 1 


OH H I 


L p 

u N 

N 


MS : 354 [M+H]*, 
APCI 


2 8 2 


2 H 


v N 


MS : 351 [M+H]*, 
APCI 


2 8 3 


O O " 


L p 

Or N 

N 


MS : 401 [M+H]*. 
APCI 


2 8 4 






MS : 368 [M+H]*. 
APCI 


2 8 5 


h r j| p m 3 


MS : 324 [M+H]*, 
APCI 



[0 3 4 9] 



tBSE#2 004-3105349 



#11 2004-194172 



^-v> : 144/ 



[^9 6] 



mmm 



mm* 



2 8 6 




MS : 354[M+H] + . 
APCI 



2 8 7 




MS : 338[M+H] + . 
ESI 



2 8 8 



"SCji 




MS : 368[M+H]\ 
ESI 



2 8 9 




MS : 400 [M+H]*, 
ESI 



[0 3 5 01 

mmm 290 

10 3 5 1 ] 



ffi!E# 2004-3105349 



2004-194172 5> I 145/ 



[«9 7] 





mag ^ 




2 9 0 


n i il ch 


MS : 294[M+H3\ 
APCI 



[0 3 5 2] 

HJfeflfl 2 9 1 
(1) 




2 -try v>#;i/**fc Kn^r^/f HO'J K (5 0 Omg, 3. 19mmol), h 
V/f^ **-t*^ (1. 9 4ml, 6. 3 8mmo 1 ) <7)T 

H F (10ml) 7jc?^T> h V xf;V7 5 > ( 1 . 00ml, 7. 18 mm o 1 

) *i 53-5wr»TLfco — mtmLMUizmLtz^ Eu&WLimmL^*v 

■9">) TrffifSlU 2- [5-^f-;U-4- (h'J7f;^^-;i/) ^7 + ^7-^-3- 
-f*] kTyyv (5 5 4mg, 3 9%) *i^f fc Lt#fc 0 
MS: 449/451 [M+H] + , APCI (MeOH) 
[0 3 5 3] 
(2) 




2- [5 (>'J7W^-^) ^fV^ty-;v-3->f^] tfy^V 

(1 0 Omg, 0. 2 2 3mmo 1) , 4 -/D^^>y*^ hV* (6 lmg, 0. 32 
5mmo 1 ) fb7^^ ( h U 7xi^^7^ ^) /"C9S>?A (3 Omg, 0. 0 2 
6mmo 1 ) „ BVikM (I) (5mg, 0. 02 6 mm o 1) <D-J * Z-^yfeWL (3 m 

i) *-mammffiL?z 0 m$&, kj6«e*»«^A'-c#irl, tfn?^*^** 

^Sfei-^;V=9 5 : 5^6 5 : 3 5) ■£> £ £ K <fc *K 2 - [ 5 f-*- 4 - ( 

4-y7/7x-^) ^ v^^ v r_ ; v_3 _>f tfy^> (4 8mg, 8 3%) 
MS : 2 6 2 [M+H] + , APC I (MeOH) 

[0 3 5 4] 

mmm 292. 293 

miE# 2004-3105349 



mm 2004-194172 : 146/ 



( 1 ) $mm 2 9 1 ( 1 ) km*kKE3& • &m"t2> :tCJ:^ KTOft*«t|l*o 
[0 3 5 5] 
[^9 8] 







H&3£ 


2 9 2 ( 1 ) 


H 3 C 

H 3 C / Sr VsA 


MS : 479[M+H]\ 
APCI 


2 9 3 ( 1 ) 


N 


MS : 479[M+H3\ 
APCI 



[0 3 5 6] 

( 2 ) mmm 291 ( 2 ) t m^ras . c t k ± „ &.T<D4b&m*&fco 

[0 3 5 7] 
[*9 9] 









2 9 2 (2) 




MS : 290[M+H] + . 
APCI 


2 9 3 (2) 




MS : 290[M+H] + , 
APCI 



[0 3 5 8] 

mmm 294-299 

2004-3105349 



#M 2004-194172 



^-y : 147/ 



[0 3 5 9] 

[tioo] 



29 A 




MS : 365[M+H3*. 
ESI 



2 9 5 




MS : 324EM+H3*. 
ESI 



2 9 6 




MS : 366[M+H]\ 
ESI 



2 9 7 



2 9 8 



H 3 C S 




MS : 395[M+H]\ 
ESI 



MS : 352[M+H]% 
ESI 



2 9 9 




MS : 365DHI]*. 
ESI 



ffifE# 2004-3105349 



mm 2004-194172 



148/ 



%ttm 300 
(i) 




Boc. 




(D <2) 

it&m (1) (7. 14 g, 0. 3 Ommo 1) ©THF (100ml) 
T'f* -T-fe h V^ipT> 1. 6N n-rf;V'Jf-)AAJft^I (2 1ml, 3 3 
mmo 1) *iD*.fco |W|i&T3 0 3Mf#L;fc8L 1- t e r t - f \ * ~>* ;V*J?-;V tf^ 
Vv>-4-^-> (6. 8g, 34. 3 mmo 1) *ill;l;fco £»*T?#»L, TfcSrtJDx. 



4%) #7to 

MS : 3 5 9 [M + H] + , AP C I (Me OH) 
(2) 
Boc. 



ffi=$p^;v=2 : 1) 
it&m (2) £ (5. 



8 3 g, 5 





(2) 

(2) *PPSE V* n n^>-tr (4 0ml) fcfcMSLT 1 4 Ott— 

757^- (ftRxf-fl,) tilLMft (3) * (1 9 3mg, 16%) »fc 0 
MS : 24 1 [M + H] + , APCI (MeOH) 

PPSE V?uus<yiEyTfeWL<Dm&:'£7» (bU^fiV^'J^) x— (0. 5 
L) , ^h^nn^vr/ (1 L) £15 0ti:MU EBMt-V > (2 0 0 g) 

n n ^ > •*? > o 
(3) 

o 

H 





h V (4 1. 2 mg, 0. 14 mm ol) , cO^b-* f- V> (2ml) 

*#T\ 2 h^fy- 1 - if;V7^ > (37^1, 0.4 2 mm o 1 ) > #VTr N h V 
if;l/75> (1 2 0/<l, 0. 8 4 mmo 1) £Jt];i. Hi&"? 1 5$~MWL?z 0 it&m 
(3) (95mg, 0. 39mmol) SrJ>Dx.> £a*C 2 B mffifchtz* K*S**^ V * 
^ji/*7Av'J *^*7A^n7 > ^"7 7-f — (^ nu*;v>A \ *9 J — ^=100: 
0 — 9 7 13) -CfflMU ffr&ft (4) £ (12 lmg, 9 1 %) #£ 0 
MS : 3 4 2 [M + H] + , APCI (MeOH) 
[0 3 6 0] 

i±JiE# 2004-3105349 



#M 2004-194172 



149/ 



[0 3 6 ll- 
IS 1 0.1 1 



Ho ~>vr 

HO ft \=\ 

f"VV° 


HO 

MCF 3 


HO 

Q< CF 3 


HO 


HO 


ho frv=\ 

Vi_CF a 


HO 

H °^( 9 


HO H>=\ 


HO H 




Hcr v^ J* 

HO H~%=\ 


HO^fi-Vs 

\i CH, 


HO 

J 

H >=\ 

Vi CH 3 




Ho~y^ J> 

HO h )=\. 

V/cHa 


ITU, 







[0 3 6 2] 

^l&'GflJ 1 

c * *m & mwtm* k # it * wuhmimb ) 

fr-fr^ (#*2. 0kg~3. 5kg) ^ib^mL^M^ltt»^^L^^ V^^#^(ll8mM 

tb|E# 2004-3105349 



#M 2004-194172 



^-v? : 150/ 



NaCK 4.7mMKCK 2.55mM CaCh> 1. 18mM MgS04 ^ 1. 18mM KH 2 P0-u 24. 88mM NaHC0 3 Wl 
l.lmM ^;V3-^^-ir*1"*)^S«L> ii©^«S:ll*tf;o «tirt^^m*t 

*;V5!fWOU::, 3 7ricML/c95%02-5%C02<7)^^^?:i-^^M^L/>:^ V/* 
* J: 3 KKCl»ifc*&iBU W£TO£^*:o 

fi-aEftift«r#feo *«»o*inHi&ii:ilro5&^3B**o%9iiitt. jR**inttTlk ^* 

■tti-f tL^l^^W*!^^ L, tti^ffi«i$5 0%t^^»fflt (IC 
so) (//M) tU^U 5l»flIM»©IC5 0 -ItfSH (^M) t«lK<FL*. * 
33. A, Bi5 itfCOUHfi&TOiilJ-e&So 3 C> 1 m M^B > 0 . 5//M25 

A 

[0 3 6 3] 
[gl0 2] 





IC S0 (I3S® 


mm® 3 0 


c 


mm®* 5 


c 


SHIfe^J 4 6 


c 


£S£#J5 1 


c 


9Sffi#J 5 9 


c 


mm® 1 1 5 


A 


mm® 1 2 4 


C 


mm® 1 3 6 


A 


1 4 1 


A 


mm® 1 4 6 


C 


mm® 1 5 2 


B 


^j&fli 1 5 5 


C 


mm® 2 0 7 


B 



[0 3 6 4] 

^l^^lj 2 

H^^fi, M2 0 0-3 0 0 g<^S D*«tt9 y h (9-12 iltfr) Lfco 9 

(1. 2g/kg> . iMtTi:"CMffif ^ ± i 

mXLtto mWL<DBJfcft& J 3-Rtt"&*l&®^ z > 3 KSubstance P©*M*&*JB 

ffiiE# 2004-3105349 



#M 2004-194172 



*- 9 J; 151/E 



fflv^TSubstance P^IIfl^<0»A (0.33^ gAg/min) SrML^o ^SPIt-Cti 

^^bfi^^^^^-^-^fB^b^o — ScoM^m^ 1 5#SJ£3#^1"£ £ 
i:*»BLfclfe, 0.5 % Tween 80*»iftKJB»S*^lftlfe^»*#IRrta#ffi*-**- 

fctWWLfco l££»0.25 mg/kggmrt&^l$fc#imWO&3i£ 1 0 0%£PML*:H# 

[0 3 6 51 
[$10 3] 







9 


5. 7 




9 . 1 


SUM 1 2 4 


8. 2 


SlJfcfll 1 3 5 


17.8 


mmm i 4 2 


17. 3 


3tJ£0>J 17 1 


1 2. 8 


35SI&0IJ2 0 7 


13.9 



[0 3 6 6] 
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